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Abstract 



' The novel sulphonamides of formula I. in wh:cn :ne 

i symbcis R'-R*. R a . R b . X. Y and n have the significance given ,n 

; 5 the description and salts thereof can oe used as active 

j sngrecients for the manufacture of medicaments for tr.e 

treatment c? circulatory disorders, especially nyperter.sicn. 

ischerrva. vascoasms and angina oectcns. 

j 
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RAN 4019 "5 



Ire oreser.t invention is concerneo w.tn novel sulpncr- 
a:r,ces anc tr.e.r use as rr.ed. events. In particular, the .r.vi 
s concerned wi:n novel comoounas o? tne formula 




w n e ' e * n 

r: s.gn.f.es r.ycrcgen. lower-alkyi. cwer-aikoxy . lowe-- 

a'ky::n:c. ra:cgen or tf:!luororr,e:r:yi. 
r:- s.gr^es r.ycrcgen. naiogen. icwe--a!koxy. trtfluoro- 

.-e:--y: or .OCH2COOF.-. and 
R3, s.gn^es hycrcgen. laiogen. !cwer-alkyi. iower-a!kyt:n:c. 
jorometnyl. cydtaikyl. icwer-aikoxy or tnfiuoro- 

metnoxy; or 

R2 anc R3 :oge:r.er 5 cnsfy Dutadier.y!. rre:r.y!enec:oxy. 
e:ry.enec-cxy or isooropy'scenec-cxy: 

R- 1 - -", ; 'es nvc'coen. iower-a'.ky:. c>c ca:kyl. 

i.-.c-'ome:"/:. :ower-a!koxy . ower-alkylthio. lower- 
a*<yi:r,.o-!cwer-aIkyi. hycrcxy-!cwer-alkyl. hydroxy- 
icwer-aikcxy. :ower-a!kcxy-iGwer-a!kyl. hydroxy -icwe'- 
aikoxyiower-aiky!. rycroxy-icwe'-alkcxy-lower-alkc x y 
iower-alkyis-jSonmyl. »cwer-alky*:s---!ohonyl. 2-me;nc* v -2 
nydroxyprrpcxy. 2-r.ycroxy-3-pnenyipropyl. ammo-lcwe'- 
aikyl. ;uwer.a:Kyiamino-!cwer-a^y!. di-lower-alkyia.-.r 
!ov.*er-alkyl. ammo. lower-aikyiarnino. di-lower- 
aJkylammo. arylammo. ary*. aryi'.n.o. aryloxy. ary!-lower 
aikyl or reterocyclyi. 
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R5 signifies hydrogen, lower-aikyl. lower-alkanoyl. oenzoyl. 
hetero.eyclylcarbonyl. heterocydylmethyl or tetranydro- 
Dyran-2-yl; 

R6 to signify hydrogen, halogen, tnfluorometnyi. iower-a:ky!. 

iower-alkoxy. lower-alkyithio. hydroxy, hydroxymetr.yl. 

cyano. carboxyl. formyl. methylsulphmyl. metnylsulonony! 

metnytsulphonyioxy or iower-aikyloxy-carbor.yioxy: or 
R" together with R 6 or R8 Signify butadieny!. metny'enedicxy. 
etr.yienec o*y or isopropylider.edioxy: 

Z sigrf.es -O-. -S-. ethylene, vmylene. -CO-. -CCHR : -- or 
.SCHR''0; 

R'O s,gr.,:;es Hydrogen or iower-alkyl; 

X ana Y eacn ..nceoencer.tly s.gn.*y O. S or NH; or YR5 also s-gr.^es 
!cwer-a!kyisu;or.;ny! or -OCH 2 CH(ORC)CH 2 ORs. 
R3. R= anc R- each mceoencer.tly signify hydrogen or '.ewer- 
alky:, cr Rc and R° together s:gn.fy methylene, etnyiere c 

iSCDrcoyi'Gere. and 
r. s-.gnj^es V 2 or 3. 
ana saits thereof. 

Tre term "lower" usea nere cenotes groups with 1-7 
C atoms." preferably C atoms. Alkyl. aikoxy and aikyitn-o 
coups as well as alkyl groups as components of alkanoyi grc. 
can oe straiaht-cham or branched Methyl, ethyl, orcoyi. 
: SCO ropyi. butyl, sec. anc ten: butyl are examples of such aikyl 
groups Halogen denotes fluonne. chtor.ne. orom;r.e and .ocme. 
-.v:r= cnior.ne being preferred Cydoaikyl residuos 3 to 3 C 
atoms, such as cydoprooyi. cyciODutyl. cyc'opentyi or cyciohex/ 
Exampies of aryl residues are or.enyi and substituted pnenyl 
. resides, with halogen. ;ower-a;kyi. lower-alkoxycarboxyi and 
tnfluorometnyi especially coming .nto consideration as 
subst.tuents. Examples of heterocyciyi residues are especially 
subsisted, e.g. by lower aikyl. lower aikoxy. halogen, aryl. aryl 
lower aikyl mono- or disubst.tuted. a unsubstifitea mono or 
< D>cycUc 5- and 6-membered heterocyclic residues with oxygen, 
n.trogen or sulphur as the retero atom, such as 2- and 3-furyl. 
pyr.m.dmy!. 2-. 3- and 4-pyndyl and pyridyl N-ox,de. 1.2- and 
1 4-d.az.nyl. morphol.no. 2- and 3-thienyl. isoxazolyl. oxazolyl. 



OS 
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,:n,cazolyl. pyrrblyl. oenzofuranyl. Penzotn.enyl. mcoiyl. Our--y 
cu.r.oiyl. 'soqumoiyi and qumazoiyj 

Tne compounds of formula I given aoove arc .r.n.a.ws o- 
roceptcrs Tney can accordingly oe used for the 
•'ea-.er.t of disorders wn.ch are associated w.tn endotnel.n 
activ.f.es. especially crematory disorders such as hyoener.s cr 
scnaem.a. vasospasms and angina pectoris. 

A preferreo group of compounds w.m.n formula I ccmor ses 
— se m wh.cn 2 :s -O- and. furthermore, tnose m which R= .5 
"-we.-a"*cxy. espeoaiiy metnoxy. and R< . & and R 9 s;gn,!y 
-vd-ogen or R6 ano RS cgr.iiy hydrogen. R' signifies lower- 
.V-.cxy. esoeoatly rret.-o.y. and R 9 sigmf.es halogen, esoeca y 
:-,.or-ne 

Preferred suPSt^t.ents R 1 and R2 are nydrogen and pre'evec 
v.ost.tuen:s R 3 are .ower-alkyi or together with R2 metny.e-e- 
coxy ?-eferrec suostnuents R- are hydrogen. 2-pyr.mid^y .. 2- 
a-o 3 furyl 2- and 3;nie">yl. morpholmo and D-metnoxypr.eny : X 
"s orefe^aoiy osyger. Preferred residues YR5 are hydroxy, ewer- 
a.KCxys;;icnir.yl and f-royioxy 

Tre composes of 'ormjia I can oe manufactured ry 



a i 



rear.t'.ng a comoo-no of the tormuia 




wnerem R'= R J . R 3 . R* and R 6 >=ave the sign.ficar.ee give- 
above and Ha! .s r.alogen. 
with a compound of :~e formula 
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*MX»a< ; «CR'R B 'i B YR ! Ml 

wneren X. Y . n, Ra. R& and R 5 have the sign:f,car-ce giver, 
aoove ana M reoresents an ai*aii metal. 

c ' 

Dl *eac:T,g a comoound of :ne formula 




wr.e.-e^ R : -R 5 . R 3 . R & . X. Y ana n nave '.he s:g~ ; carce gver 
aoove 

vv.:n a cc-sour.o of the formula 




V 



wr.ereir. R 6 -B s have the s-.c-^cance g;ver. aoove Q s ary 
anc A- ;s an an:on. 

or' 

O hydrogenatmg a compounc o: tr.e formula 
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A-e-y.-. a : -R = 3= X. v a~c r -ave :~e sg- scarce r. 



-eac: rc a :-e ----- a 





wnere.r R : K". R J . K". \. V. /. and n h.i\v the M^nit -jiw;:-. 

a ~c ces.rea. mdc-*y.~g s-Ds;=:-er::s rreser.: .n :re ccrroc^-c 
z: :orrruia I cota.-ec ar: c ccr.vervr.g :"e co-Tpc^'C o* f c"„:a i 
cDtamea :nto a sa=: 

Tne reaciio" cf a ec~ oounc o: iorm-^a II w.:r. a ccrro3-"c 
oi formula III is carver, er.tiy carried ojt usmg the g:ycc-i cc r e- 
sponatng ;o :r.e cor-.DC-jr.c 111. e.g. e:r.y e~e giyco! v.— en r, = 2 
The aikalf metal M 5 cfe:'eraDiy soGium Tne reaction ;s 
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conven.er.tty carr.ec out wn«!e r. eating, eg. to <0-*.20«C If- a 
preferred err.DOG'.rr.er.t tne mcnpsodium salt of et.-y:e-.e g.yco; 
prooye-s glycol or Dutyene g-ycoi .s used as tr.e cc.-:oura c 

iorrru'a Ml 

T.-e -eact.or. of a ccmpcura of formula IV w.tr a compc-r.c 
o' tprm.ia V car. oe cameo out m a manner Know.- pe- se u-cer 
^r.e^suai co«o*or.« of a W - g reacfon Tne ary: -esc-e O s 
oreferaoiy onenyf. espies o? arsons A are Cf B-- HSO* a-c 
tcsvicxy T.-.e reaction oartre-s are conveniently -eactec w.t- 
.jacr. omer :-. tne presence c 1 an acio-Dinp.ng agent, e ; - t-e 
presence at a strong oase s-" as e.g. outyilnh-ur-. s:--rr. 
nyar:ce c re soaum sa:t of dimethyl suionoxice. o* - :e?t.- 
-'■•ya-e preferably m t.-e o-esence of an opto-.: . :pwe- 
3 .I;..s--P3:.tuteo etr.y.ene c-=e such as t.2-bu:>:er, .,-ce 
opt-cr.a::-.- --■ a solved, eg - ar e;ner such as c:et- : 
•etrar.vcrci-rar. cr =r. an aromatic r.ydrocarpcn sue" a. : 
a ^-oera:--e r 3 rge lying oetween room temperature 
pp...-.g po-.-.: of tr.e --eact.or mixture. In tne Witt.; -actc- 
■ ; -.e-:er,-.g reactive groups ..- tne reaction partners. s.cn as 
ca-roxy- c am.no. ;.re conveniently intermediately p-ctectec eg 
as Vca:oo«yi.c ace ester cr as tne ten outonyca-oc-y ^am.r-.c 
ae.-i-.ative 



•t"e' cr 
zer.zere 
-a t-e 



Tr.e nyarooenation of a compound of formula VI can oe 
cameo out m a manner kncv,n per se for. the hycroger.at.on o» 
oiefinic ooup:e oonds. e g * tn hydrogen at norma: c-essure cr 
etevateo pressure m tne presence of noble metai cat 2 ysts sucn 
as Po. especial;/ Po on carr.ers such as Pd.C. 

Any hydroxy groups ar.p an ammo group that may oe present 
,ri me substituent to R 5 c! tr.e compound of formula XV are 
s»nably protectee wnen reacting this compound. Hycroxy groups 
may oe protected, e.g.. by siiyi groups such as cimetr.yl t-outy. 
s.iyl. or acyl groups such as acetyl: and ammo groups may oe 
protected by i-butoxy carbc :yi a benzyloxy caroer.yi. These 
protecting groups can be mserted and. after the reaction of me 
compounds XIV and XV. be cleaved by methods known ,n tne art. 
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Subsets .resent .n the thus-cora-nec compound o. 
,.^ ula I can oe moaned. For example, a nycroxy group YR- c_.^ 
. e '«s:er,f.ed or etherrf.ed. A hyoroxy group YRS can oe conve-ea 
Van ether gro,o. e.g. the tetrahydrooyranyl etner. or an ester 
croup eg the acetate, or such groups or xetais. wh.ch can be 
lesen- eg as a suost.tuent YR*. cor.ta.r.eo .n me .n.t.aHy 
-ota.ned reaction oroduct can oe c'.eavec off in a manner kr.owr 
~ se Meinyitn.o grouos can be ox.d-zed to methytsulph.nyt or 
-etnyi- sulphonyl groups. Furthermore. N-heterocydic res.c,es 
5-cn as pyrtdy! car. oe oxicszed to N-ox:des. Ail of tr.ese 
factions can oe ca-r.ed cut accords to methods Known per se 
T*e compounds of formula I can be converted .nto salts, eg. a*a„ 
salts sucn as Na arc K salts, -n a rr.anr.er Known per se. 

The corr.oour.es which are used as staring materials, 
.rsofar as tney are not known or their preparation ,s desc: oec 
r.ere.naiter. can oe prepared in analogy to known rretnoas 0' to 
:r.e methods cescnoed hereinafter. 

Compounds el formula II can be ob tamed as .l.ustrateo •« 
:r.e following Formjla Scneme: 



3«? 
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AIky.at.on' ol'-.ne oneno. VI, with diethyl ch.oroma.onate 
L„nd VIII w-ch is condensed with formam.d.ne 
^oThlZu. expound sue, as acetamidine acetate, 
X oynLnedione cer,al,e .X. Using phosphorus oxycn.or:ce 
""s obtained tnerei^ the colore compound X wmch y.e-c, 
-o-oo.nc H upon react on with a sto.cn.ometr.c amount c, 

■ xi All of tnese reactions are standard operations anc 
^' be" earned out under condu.ons which are usual for sucn 

s and wh,ch are fam.Uar to a person skilled ,n tne art. 

Composes of ic-- a la IV can be obtained according to the 
?e3C . i0n scneme sketched neremafter: 



.cooet 



•cooet 



1 1 R'GN'H'NH;^ 

:ipoci, 




1 1L 




X(CH) 2 YR 5 



Mil 



CSC* 10, 



IV 
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I 10 

Concensation of dtetryi a!iyi maionate with iorrr.arr.-.&r.e 
acetate or a R 4 -substi*-ted derivative followed Oy replacement 
oi tne nyrjrcxy grocos Dy chlorine :n the pynrrudinedicne oo:a nee 
y;eics the CtC.nicrooynmidme XII wnicn ts condensed witr a R : . 
< R3-oer:e-es-j:Dr.or.arr.tce ai<aii sail wan rearrange men: z- 

:~e aiiyl cc-D : e oona to tne comc-o'jnd XIII. Reaction cf cotoo."- 
Xlil wttn a comoounc III m the manner alreacy cescripec seacs to 
compounc XIV Oxidative cleavage of tr.e douoie oonc o* :re 
prooeny! s ce-c.nam :n compound XIV finally y=e : ds tr.e a:Ce"yce 
;■■ iV 

, r.e :nn.-D.:ory activity of tne compounas of form--. a I o" 
encotnelm -'eceotors can oe oemonstrateo us^ng t~e test 
orocec-res ce sensed hereinafter 

I inn=D r,o- of er-cotnehn 5mQ-ng to hj man p^ace^ta 
me-D-a-es ;see. Life So m.*>~29 0939)) 

Hum a" 1 piacema s homogenized m 5 mM Tr;s o~f-er pH 7 4 
:i« wnicn contains * mM MgCio ana 250 mM sucrose Tre ncmoce- 
r.-zate s cent-i'-ged at -°C and 3000 g for tSmmutes. tne 
Suoernata-: containing the plasma membrane fract-on .5 centr 
f jaed w-tn 72000 g for 30 minutes and tne precipitate :s 
wasned w^tn 75 mM Tns ouffer. pH 7.4. wnich contans 25 mM 
MgCl?. Thereafter, precipitate obtained from in eacn case "Cc 
of origma- tissue :s suspended m * ml of 75 mM Tns buffer. pH 
7 4, con:a:n»ng 25 mM MgCl2 and 250 mM sucrose, ana freeze- 
cr:ed at -20- C *n "1 mi aliquois. 

For :~e Dmamg .assay, the ireeze-aned membrane prepara- 
tions are tnawed and. after centrifuganon at 20°C and 25000 5 
for 10 nr.jies. re-suspended m assay buffer (50 mM Tr:s 
b'jffer. pH 7 4, containing 25 mM MnCi2. 1 ™M EDTA and 0.5% of 
Dovme serum a!oum;n). 100 ml of this membrane suspension 
}? containing 70 mg of protein are incubated with 50 ml of 125 l- 
endothehn (specific activity 2200 Ci/mMol) in assay buffe' 
(25000 cpm. final concentration 20 pM) and 100 ml of assav 
buffer containing varying concentrations of test compound. The 
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I \ 

. 9 nor ; -r 2 r.c—'S or at - C C :o-' 
- = . 3 a:.oo -s cameo 3 ,. a. - ^^..oound race 

-j-cs .s carded o-. -> •■ - a - ~ 

of cc.too-.--cs of JofWv-a i 

,.:::- n : 3 :;' i rU— .. „«■- - — • •• r:.r ! : 



: 2S|-e^GC-:"e»ir. 




R.r.as w.:r a e-ctr. of 5 t.t. wo-e c: Ovt ^j - **. 
, 0 , a c- ac.t W.sta,K y c:o r*. T.,e e.-^— — 

., , .-err-ai s-jMace Sac-, nng was 

?! ^V^'- ^eos-H^se^t s=-:.= r a. -so*:*: = a:- 

:-; e g as;;n S w,- 5 ~. o 2 ^ « co : ^^; s -t;:;; ; 

, e 7~e .'-"05 *e-e s:r*tw..ec ;0 a - - 

c: \r.e fngs was -eas--.*- * 

, ^ ^-3a-;0n 'or -0~.r-:es w.'.n , e .... 

icec Tne ac:,,y * tr.e test compose was ceterr, ec 
™ t,e ,:sa 5 e ...... t,e sr.* :o * e . - • ;= 

" ,,. 3 ner value,! o< t.e ECs, o< e«cot,e:- -nouc* ,y -oo ~ - 



?071133 



i : 

:es: compound, wth EC50 denoting r.e endothehn concentration 
recused' for a naif-maximum contraction. The greater this 
ccsage ratio is :ne more potent tre test compound is m shotting 
:re Diofogicai activity of endctheur -t . The EC50 o f encotno::n m 
tr.e absence of test compounds .s C.3 nM. 

Tre tr js-ootair.ed values fcr tr.e shift to the 'tgh; c: tne 
r.C*: o? er.cotrei.-n w:tn compounds of formula I are given m Taoie 



J — . . — — ■ 

i 
t 

; Cc— pound of Examp-e 


Dosage *aticr: 

f Shift to tr.e ::c"ti j 
j 


l 




1 

1 65 




6 


395 




2 -i 


257 




25 


2 3 3 



Mi 7-e ~-..p;tcr> act:v;ty of t~e ccmoeunas of torrr.-ja I or, 
: vasocor.str.ct en car. pe coserved m vivo m rats >n tre test 
zesc-oec rere:raf:e' 

Rats we'e araest~et zee a- :~. Na tnicDutabarp.ta: 
-OOrg'KC 0) A ca;r.e;e* ?o- -easunng she systemic drte-;a; 
;. d-occ s:ess-:e was placed :nro-g." :-e femoral artery ar.c a 
catheter was placed \n r.e vena cava via the femoral vem for 
•vector, o: tr.e test compounds A Ooooier sonde was placed 
a-o-nd tne :e?t 'era; artery arc attached to a Doppier measuring 
apparatus A renal iscr.aemia was produced by pinching otf tne 
;ef: renal artery at its pom: c' ex:t for 45 minutes. to minutes 
pr-.p: to t"e ■.r.c-jctc." c' tre isc-ae-^a he test compounds we r e 
acm.msiered intraarterial \\ a ; .n dosages of 5 mg kg or 
.n;raver.ouS!y a v.) :n dosages c? to mg-kg. In control tests tr.e 
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1 3 

fe na. perfusion wa , reduced by 43 t 4% compared to the pre- 
ischaemic value. 

The results obtained with two compounds of formula I are 

5 given in Table 3. 



Compound of Example 


% Decrease in renal 
perfusion 


1 

6 


13.4 ± 5.2 
11.7 ± 4.7 



On the basis of their capability of inhibiting endothelin 
binding, the compounds of formula I can be used « ^™nt8 
for the treatment of disorders which are assocated with vaso- 
constriction of increasing occurrences. Examples of such d.s- 
orders are high blood pressure, coronary disorders, cardiac 
insufficiency, renal and myocardial ischaemia, renal .nsuf.-c,- 
ency dialysis, cerebral ischaemia. cardiac infarct, migra.ne. 
subarachnoid haemorrhage. Raynaud syndrome and pulmonary r, S h 
oressure. They can also be used in atherosclerosis, the preven- 
•ion of restenosis after balloon-induced vascular dilat.on. 
inflammations, gastric and duodenal ulcers, ulcus cruris, gram- 
negative sepsis, shock, glomerulonephritis, renal colic, 
glaucoma, asthma, .n the therapy and prophylaxis of diabetic 
complications and complications in the administration of 
cyclosporin, as well as other disorders assocated with 
endothelin activities. 

The compounds of formula I can be administered orally, 
rectally parentally, e.g. intravenously, intramuscularly, suocuta- 
neously. intrathecal or transdermal^, or sublingual^ or as 
opththalnological oreparations. or as an, areosol. Capsules, 
tablets suspensions or solutions for oral administration. 



10 
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suppositories, injection solutions, eye drops, salves or spray 
solutions are examples of application forms. 

Intravenous, intramuscular or oral application is a 
preferred form of use. The dosages in which the compounds of 
formula I are administered in effective amounts depend on the 
nature of -he specific active ingredient, the age and tne requ.re- 
ments of the paCint and the mode of application. In general, 
dosages of about 0.1-130 mg/kg body weight per day come into 
consideration. The preparations containing the compounds o. 
formula I can contain inert or also pharmacodynamic^ act.ve 
additives. Tablets or granulates e.g. can contain a ser.es of 
binders, fillers, carriers or diluents. Liquid preparations can be 
present, for example, in the form of a sterile water-m.8C.We 
„ solution. Capsules can contain a filler or thickener ,r ' « to 
thP active ingredient. Furthermore, flavour-.mprovmg add.t.ves 
as well as substances usually used as preserving, stabilizing, 
moisture-retaining and emulsifying agents as well as salts -or 
varying the osmotic pressure, buffers and other aridities can 
;o also be present. 

The previously mentioned carrier materials and diluents can 
comprise organic or inorganic substances, e.g. wa:er. gelatine. 



25 



lactose, starch, magnesium stearate. talc, gum arab.c polya kyl- 
ene glycols and the like. It is a prerequisite that all ad,uvants. 
used in the manufacture of the preparations *re r.on-tox.c. 



The following Examples illustrate the invention in more 
detail Of the abbreviations used therein THF s^r.ifies 
, () tetrahydrofuran; DMSO signifies dimethyl sulphoxice: MeOH 

signifies methanol; b.p. signifies boiling point; and m.p. sigmf.es 
melting point. 



Pxample 1 



?5 



a) 886 mg of p -t-butyl-N-[6-chloro-5-(o-me:hoxyphenoxy)- 

4-pyrimidinyi]benzenesulphonamide were added :o a sodium 
glycolate solution from 3.0 g of ethylene glycol and 138 mg of 



S 
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1 5 

sodium 



cirrpd at 95°C under argon for 
The reaction mixture was s rred « « ^ 

.hour, Thereafter, the ethy.ene g yc o. 
resid ue was Pa^- ed bet ^^^ td he so.vent was 

- y =y^^^ 

sulphonamide. M.p. 143-148<>C. 

i .hp previously obtained sulphonamide were 
b) 775 mg of the ? revl0uS ' y soluticn was treated 

dis so.ved in 20 ml of warm et hanoL Th so ^ 
with a stoichiometric amoun of sod hum eth y at ^ 3 ^ ^ 

ethan °' r:; e r::^° ir: rm " e , e p^™*. 

isopropy. ether were a | . N . l6 . {2 . hy droxyethoxy}o- 

m.p. >250=>C. 

The starting material was p.eparod as follows: 

, a „H ^7 c of dimethyl chloromalonate were 
c) 2 5 g of gu ai aco. and 37 5 of d V . ^..^ 

added dropwise in ««cc.s.«n «c » J > he suspens , on 

(rom 150 m. o me^ha o ^J'*** exCusion o, moist*. 

?0 phenoxy)malonate. B.p. i2S°C/7 Pa. 

-r,r 12 7 a of dimethyl (o- 
a\ 5 5q of formamidine acetate «nc i<*.' 9 « ' 

sodium motnyU" sol*on from .5C -. of * 
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extracted with toluene and the organic" phases were discarded. 
The aqueous phase was acidified, whereby 5-(o-methoxyphenoxy)- 
6-hydroxy-4(3H)-pyrimidinone separated. 

e) 9 4 g of the previously obtained pyrimidinone were 
suspended in 20 ml of acetonitriie and treated with 12 g of 
collidine. Thereafter. 5 ml of POCI 3 in 15 ml of aceton.tr.le 
were added dropwise with the exclusion of moisture. The 
reaction mixture was stirred at reflux temperature for 8 hours, 
thereafter the solvent and excess reagent were distilled off. ' h<? 
residue was taken up in methylene chloride and washed with 
water saturated sodium hydrogen carbonate solution and 
saturated sodium chloride solution. The solution was concen- 
trated and oassed over a short silica gel column wth methylene 
chlor; <e as the elution agent. The eluate was concentrated, the 
•residue was recrystallized from ethanol/hexane. There were 
obtained 8.5 g of 4.6-d l chloro-5-(o-methoxyphenoxy)pyr,m,dine. 

m.p. 79-80=>C. 

f) 0.8 g of 4.6-dichloro-5-(o-meihoxyphenoxy)pyrimidine and 
1 5 g of p-t-butylsulphonamide K in 3 ml of dry dimethyl 
sulphoxide were heated to 120°C under argon for 1.5 hours. 
Thereafter, the o.n.ethyl sulphoxide was distilled off. the res.due 
was partitioned between ethyl acetate a.-.d 1N hydrochloric acd 
and the orcanic phase was washed neutra'. The organic phase was 
dried the solvent was evaporated and the residue was treated 
with 3 ml of methanol. There were obtained 950 mg of p-t- 
butyl-N-(S-chloro-5-(o-methoxyphenoxy)-4-pynmidmyl]benzene- 

sulphonarnice. m.p. 152°C. 

to 

Fxamo!e 2 

In analogy to Example 1. paragraph a), from p-isopropyl-N- 
[6-chloro-5-(o-methoxyphenoxy)-4-pyrimidinyl]benzenesulphona- 

»5- mide there was obtained N-[6-(hydroxyethoxy)-5-(o-methoxy- 
phenoxy)-4-pyrimidinyl]-p-isopropylbenzenesulphor.am,de. m.p. 
142-143°C. The compound was converted in analogy to Example 1, 
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paragraph b). ' in "almost quantitative yi-,ld into the water-soluble 
sodium salt. 

The starting material was obtained in analogy to Example 1. 
paragraph f). by reacting 540 mg of 4.6-dich.oro-5-(o- 
methoxyphenoxy)pyrimidine and 360 mg of p-.sopropylben- 

zenesjlphonamide potsssium. 

g yamole 3 

In analogy to Example 1. paragraph a), from N-[6-chloro-5- 
(c .tolyloxy)-4- P yrim,dinyl]-p-t-butylsulphonamide there was 
obtained p-t-butyl-^6-(2-hydroxyethoxy)-5-(o-tolyloxy)-4- 
pyrimidinyllbePienesulpRonamide. M.p. 190-192<>C. 

The starting material was prepared as follows: 

Diethyl bromomalonate wr.s converted with sodium o- 
cresolate into diethyl ,;o-!olyloxy,malonate. b.p. 120<>C/7 Pa. ,n 
; ( i analogy to Example 1. paragraph c). 

In analogy to Examole 1. paragraph d), from the foregoing 
malonic ester there was obtained 5-(o-tolyloxy)-6-hydroxy- 
4(3H)-pyrimidinone from which there was obtained in analogy to 
^ Example le) 4.6-dich!oro-(o-tolyloxy)pyrimidine. m.p. 78-790C 
(ethanol/hexane). Reaction of the latter compound with p-t- 
butylsulphonamide potassium finally yielded N-[6-ch!oro-5-(o- 
tolyloxy)-4-pyrimici.-.yl]-p-t-bJtylsulphonamide. 

, (| Fxample 4 

In analogy to Example 1. paragraph a), from p-t-butyl-N-[2- 
chloro-5-(o,-chlorochenoxy)-4-pyrimidinyl]ben2enesulphona- 
mide there was obtained P -i-butyl-N-[6-(2-hydroxyethoxy)-5-{o- 
35 chlorophenyloxy)-«-pyrimidinyl]benzenesu!prionamide. m.p. 1/3- 
179°C (from diiscpropyl ether). 

The starting r-.aterial was prepared as follows: 
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In analogy to Example 1. paragraph e), from diethyl bromo- 
malonate and sodium o-chlorophenolate there was obtained 
diethyl (o-chlorophenoxyjmalonate as a colourless liquid wh,c„ 

5 was converted in analogy to Example 1. paragraph d). into s-(o- 
chlorophenoxy)-6-hydroxy4(3H)pyrimidinone. From tne latter 
compound there was obtained in analogy to Example l. parajJP" 
e) 4 6-dichloro-5-(o-chlorophenpxy)pyrimidine, m.p. 7o-7/ t, 
( «rom"ethanol/hexane). and from this by reaction with p-t-outyl- 

,o sulphonamide potassium there was obtained p-t-butyi-N- L 2- 
chloro-5-(o-chloropienoxy)-4-pyrimidinyl]benzenesulpnona- 

mide. m.p. 166-187°C (from methanol). 



F^amole 5 



In an analooy to Example 1. paragraph a), from N-[6-chloro- 
5-(o-chloropheno"xy)-4-pyrimidin y l]-p-iso P ro P ylbenzen8Sul P hona- 
mide there was obtained N-[6-(2-hydroxyethoxy)-5-(o-cnloro- 
P henoxy)-4-pyrimidin y l]-p-iso P ropylbenzenesul P honam:ae. m.p. 

;u 174-175°C (from ethyl acetate). 

The starting material was prepared in analogy to Example 1. 
paragraph f). from 4.6-dichloro-5-(o- C hloro P hen 0 x y ) Py nm.d.ne 
and p-isooropyibenzenesulphonamide potassium. M.p. 17.-1 /b o 
25 (from methanol). 

Fxamole 6 

In analogy to Example 1. paragraph a), from p-t-butyl- 
-,0 N-[6-chloro-5-(m-methoxyphenoxy)-^-pyrimidinyl]benzene- 
' sulphonamide there was obtained P -«-but y l-N-[6-(2-h y drox y - . 
e thoxy)-5-(m-methox yP henoxy)-4-pyrimidinyl]benzenesulphona- 

mide. m.p. 165-167<>C (from diisoprop y l ether). 



35 



The potassium salt, m.p. 213-215<>C. was obtained by 
reacting the sulphonamide with 0.5N KOH in ethanol. 
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The sodium salt was prepared in analogy to Example 1. 
paragraph b).' M.p. 265-270OC (from diisopropyl ether). 

The starting material was prepa.ed as follows: 

Oiethy. bromomalonate was convened with sodium m- 
,,e>hox ohenolate in analogy to Example 1. paragraph c). ,n o 
Sh, (m-m R tho X y 0 ,eno X y)ma,nate. ™ s J^s ^ verted 
i43o C '0 05Torr. The thus-obta.ned rr.a.on.- ester .a 

Sample 1. pawapl. •>. M« > *» * ■ Reao Uon of .he 
^ named "miund with p-t-t.ty.ber.zenesu.phonam.de 
po^m yielded p-.butyi-N^-chioroo^m-methoxyphenoxy,- 
' p^im-dinyienzenesulphonamide. m.p. 152°C (from moth- 

anol). 

Fxpmple 7 

,o analogy to Example 1. paragraph a). Iron- , p-t-buty.- N-je- 
chloro-S-phenoxy^pyrimidiny^ 

obtained P -t-buty!-N-[6-(2-hydroxyet;-.oxy)-5-phenoxy-.-py nm, 
Znbenzenesulphonamide. -.p. 165-1 67o C (from dnsopropy. 
5 ether). 

The starring material was preoared as follows: 

Diethyl bromomalonate was converted with sodium pher.o- 
«, !a!e in analogy to Example 1. paragraph c). into diethyl phenoxy- 
malonate.bp. KO-C/0.05 Torr. From :he -lonices^r ere 
was obtained in analogy to Example ^. paragraph e). S-phenox ,6 
hydroxy-4(3H)pyr.rr.idinone and from trv.s there was ob.amea ,n 
a a g to Example L paragraph e,. ..S-dichloro-S-phenoxy- 
„ PyrimWine. m.., 39-S0°C (from ethancihexane). ReaoUon o. ^ 
" L-named compound with p-t-butylbe.zenesulphonam.de po,a. 
sium yie.ded p.t.butyl-N.[6.chlorc-5-phenoxy.4.pyr.m.d.n V ll- 
t izenesulphor.a-.ide. m.p. 143-144=0. 
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F**-r)\e 8 

" . m Fxamole 1 -aragraph a), from 4.6-dichloro-5- 
ln analogy to Example l - 8 f utyl . 

N-[6-(2-hydroxyethoxy)-b^p rr..mu yK 
benzenesulphonamide. m.p. 141-.-* u. 

pa,ag.*>» 0. d) a* .). by r..c g elh0 henM(lma i„„. 

(from ethanol/hexane). 

C^reoie 9 

thPre was obtained p-t-Dut> - [o \<l y / mn 1?n . 
er X ypnenox y ).4. P ynmid,n y .] t . ^enesulphonanvce. m.p. 120 

121°C (from diisopropyl ether 

. i nrpnared from dimethyl chloro- 
, The starting matenal w as preparea » o 

donate in analogy to Example 1 . paragraph c). c). e) and f). 

the following intermediates: 

Dimethyl (o-lhoxyphenoxy)malonate. b.pt. 150=0/7 Pa. 
5™e« h oyphenoxy).6.nydroxy-4(3H)pynn.a.none. 

4 e-dich.oro-S-Co-ethoxyphenoxyJ.A.pynn.o.ne 

5 p.t.baty.-N-[6-ch,oro-5-(o-ethoxyphenoxy)- 4-pyr m, 
o^rpenz nesu phonamide. m.p. 162-163o C (from methanol). 



,„ analogy to Example L paragraph ^ ^^ , mi . 
dimethy,propy.)-N-(6-ch,oro-5-(o.methoxypher.oxy) py 
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dinyllbenzenesulphonamide there was obtained p-(2.2.dimetr.y!- 
D roDvl)-N-[6-(2-hydroxyethoxy)-5-(o-methoxyphenoxy)-4- 
pyrJidinyHbenzenesulphonamide. m.p. 136-137»C (from diiso- 
propyi ether). 

5 The starting material was prepared in analogy to Example 1. 

paragraph c)..d) and f). via the following intermed.ates: 

p-(2.2-Dimethylpropyl)benzenesulphonyl chloride, b.p. 

o i05°C/0.005 Torr.. 

2.2-dimethyl-p-(2.2-dimethylpropyl)benzenesulphonam;de 

ootassium. 

p.(2.2-dimethylpro P yl)-N-l6-chloro-5-(o--metnoxyphen- 
ox y )-4-pyrimidinyl]benzenesulphonamide. m.p. 164-165°C (from 

; methanol). 

Example 11 

In analogy to Example 1. paragraph a), from N-[6-cn!oro-2- 
m. meihyl-5-(m-methoxyphenoxyi-4-pyrimidinyl]-p-isopropylber.- 

zenesuiphonamide. m.p. 152-«53°C. there was obtained p-.so- 
propyl-N-[6-(2-hydroxyethoxy)-2-methyl-5-(m-methoxyphen- 

oxy)-4-pyrimidinyl]benzenesulphonamide, m.p. 129-130°C (from 
diisopropyl ether). 

The starting material was prepared as follows: 

In analogy to Example 1. paragraph e). using acetamidine 
hydrochloride in place of formamidine acetate, dimethyl (m- 

u> rr.ethoxyphenoxyjmalonate was converted into 5-(m-methoxy- 
phenoxy)-2-methyl-5-hydroxy-4(3H)pyrimidinone. Therefrom 
there was prepared in analogy to Example 1. paragraph e). 4.6- • 
dichloro-2-methy!-5-(m-methoxyphenoxy)pyrimidine and 
therefrom with p-iscpropylbenzenesulphonamide potassium there 

35 was prepared N-(6-chloro-2-methyl-5-(m-methoxyphenoxy)-4- 
pyrimidinyl]-p-isopropylbenzenesulphonamide, m.p. 152-153°C 
(from methanol). 
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Ftamole 12 

in analogy to Example 1, paragraph a), from N-i6-chloro- 
5(-(o-methoxy)-2-phenyl-4-pyrimidinyl]-p-isopropylben Z ene- 

sulphonamide there was obtained N-[6-(2-hydroxye:noxy)-5-(o- 
methoxy P henoxy)-2-phenyl-4- P yrimidinyl]-p-isoprop y lbenzene- 

sulphonamide. 

The starting material was prepared in analogy to Example 1. 
paragraph d). e) and t). from dimethyl (o-methoxyphenoxy)malon- 
ate via 5-(o-methoxy)-2-phenyl-6-hydroxy-4(3H)-pyrimidmone. 
4 6-dichloro-2-phenyl-5-(o-methoxyphenoxy)pynmid.ne. m.p. 
135-136°C. and N-[6-chloro-5-(o-methoxy)-2-pheny!-4- 
pyrimidinyll-p-isopropylbenzenesulphonamide. m.p. 190-191=0 
is (from methanol). 

pxamole 13 

1 3 ml of 1.6M butyllithium in hexane were added at -20<>C 
M , to 780 mg of benzyltriphenylphosphonium chloride in 10 ml of 
abs tetrahvdrofuran. The reaction mixture was stirred at -20 C 
for 15 minutes and thereafter treated with 280 mg of 2-[(5- 
(o rmyl-6-o-toluenesulphonamido-4-pyrimidinyl)oxyjethyl 

acetate. The reaction mixture was left to warm to room temper- 
's ature and was stirred at room temperature for 2 hours. The 
tetrahvdrofuran was distilled off under reduced pressure, the 
residue was dissolved in ethyl acetate and the organic phase was 
washed with water and saturated sodium chloride solut.on. dried 
and evaoorated. The residue was chromatographed over sihca gel 
,„ with methylene chloride/ethyl acetate (9:1 and 8:2). There were 
obtained 160 mg of 2-[[5-[(E'Z)-styryl]-6-p-tol,enesulphon- 
amido-4-pyrimidinyl]oxy]ethyl acetate, m.p. 146-1 oo°C. 

The starting material was prepared as follows: 

From 5-allyl-4 6-dichloropyrimidine-p-toluensulphonamide 
potassium there was prepared N-[6-ch.oro-5-l(E/Z)-propeny.]-4, 
pyrimidinylj-p-toluenesulphonamide and therefrom by reaction 
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, .. _ there W as prepared N-[6-(2-hydroxy- 
with ethylene glycol soo.um there was p p hona . 

, c t/c/7\ nrooor.yi -4-pynmidinyll-p toiueue=> k 
9 thoxy)-5-[(E/Z)-prop- -yj vi anhydride in the 

„ «™ 1320C Reaction with aceuc annyunuc 
m ,ce. m.p. 1- -320U df0furan yielded 2-[[5-[( t /Z)-pro- 

oresence uf pynome m .etrahyaroiu y acetate. 
p enyll-6-p-toluenes U lp-nonamido-4-pyr. m .d.nyl]oxy]et y 

m.p. 160-163°C. 

m tP.roxide were added to a mixture of 2.5 mi o. w 
osmium tetrox.d we m . pefiodate we re 

^ C:.r J J» 30m,n U tes and atter stirring 
acced at room te ^ q mg q{ osmium 

at room temperature fo. 2 : hou ^ ^ fQr a 

•etrox.de were addec. The reaci.o f nrmv l-6-p- 
;ur , ner 5 hours and worKed-up. whereoy 2J " ' 
•Hueresulphonamicc-4-pyrimidinyDoxylethyl acetate, m.p 
:I4-C (after crystallization from ethyl acetate and d-e.hyl 

ether), was obtained. 

Oha.es we w g an£j y|elcied 

c.nromatograpned on a.^'Ca gei =7 

« m ? 'is o-onethyl-6-p-toluenesu!phonam.do-4- 
110 mg of 2- l [5-?.-neinyi o u 
pyrimidinylloxyletrtyi acetate, m.p. l2u-12J 

F< ^mple 15 

80 mg of 2-f;5-pheneth y l-6-p-toluenesulphonamido-4- 
P y rim ,d!ny,)oxy]et,y ! - acetate in 5 m, 0, methanol were ^r 
with 53 mg of finely oowcered potassium carbonate at 20 C .or 
" T 5 hours Thereafter." the methanol was removed under recuced 
es e. the residue was taken up in ethy, aceta.e. the organ* 
on' se was washed with water and saturated sod,um ch.onde . 



2071193 



24 



solution, dried and evaporated. The residue was *">™*"£« 
over silica gel with methylene chloride/ethyl acetate(l:.) and 
Jhyl acetate. There were obtained 40 mg of N-[6-(2-r ; ydr 0 xy- 
eihcxy)-5-phenethyl-4.pyrimidinyll-p-toluenesulphonan 1 ae as a 

5 white resin. 

p*amo'.e 16 

in analogy to Example 15. from 2-(t5-[(E/Z)-s:yryl]-6-p- 
lu to.uenesulphonamidoH-pyrimidiny.loxyle.hy. acetate there was 
obtained N.[6-(2-hydroxyelhoxy)-5-[(E/Z)-styry<]-4-pyrim, 
dinyll-p-to!uenesu.phonamide as a white resin. 

Ftamoie 17 

,n analogy to Example 1. paragraph a), from N-te-chloro-S- 
( 2 4,6-tr.chlorophenoxy)-4-pyrimidinyll-p-isopropylbenr.ne- 

uiphonamice and ethy.ene g>ycol Na there was obtained N-[6-(2- 
hvdroxvethcxy)-5-(2.4.6-trichlorophenoxy)-4-pyrim.a,nyll-p- 

: „ ^Py^elulphonamide. m.p. 18M830C (from methy.ene 

chloride anc isopropyl ether). 

The -artino material was prepared from 4.6-dichloro-5- 
( 2 4 6-tricr.:o^ph"enoxy.)pyrimidine and p-isopropylbenzene- 
sulphonarr.ce m.p. 217-2180C (from methylene chlor:ae and 
isopropyl e::-.er). 

F«afrala 18 

,n aralogy to Examp.e 1. paragraph a), from N-'S-chioro-S- 
(2 4 6.tric-oroohenoxy)-4.oyrimidinyl].o-toluene S u.phonam.de 
and ethylene glycol Na .here was obtained N-(6-(2-hydroxy- 
ethoxy)-6-l2 cs-trichlorophenoxyJ-A-pyrimidinyli-o-toluene- 
sulphonamice. m.p. 144-14 5 o C (from isopropyl ether). 

The staning materia, was prepared from **-f™* t0 * 
( 2.4.6-trieh!orophenoxy)-pyrimidint and o-toluenesu.phonam.de. 
m.p. 107-1C9°C (from isopropyl ether). 



25 
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pimple ^2 

, ♦„ Pinole 1 paragraph a), from N-[6-chloro-5- 

sulphonamias. rrvp. o/ ^ v 

The starting materia, was prepared as follows: 

■6 9 q ~f anhydrous K 2 C0 3 were added to a '.olution cf 
■ 80g o 'istncLrooheno. and 32.0 g of diethy. bromo- 

-ix-re was heated at reflux while st.rr.ng for 
l a Z ( s'ZlZl was Altered off .con the precpitate anc 
! rounder reduced pressure. The residue was taKen u p , n 

carbonate so u- on. enj h ^ 

' 'T^ss e ie was dist^eo under , 1 mmHg 

reduced pressjre. • co!o . jrle ss oil (b p. 1 . ■ 

wS. "m Siin. acetate and sodiu, methy,- 
h ..o- wn,cn.v . tricWorophenoxy) .4.6(3H.5H)- 

' was dried at 80°C overnight under reduced pressure. 

A smuMon of 7 5g of 5-(2.4.6-trichlorcphenoxy)-4.6- 

.... £ Jo co Kdine. 13.7 m. of POC 3 m 70 m. of CH3CN was 

e^ed at reflux fo: 4.5 hours, the solu,on was evaporated u..ce 

:i ced oressure. the residue was treated three times w.tn e r.er. 

\Z combined organic solutions were tot.red ^'^^ 
ated under reduced pressure and the residue was roc sta. ? ,a 

Tm 4er and n-,exan. There was obtained ^cmoro-o- 

(2.4.6-tricr.iorophencxyipyrimidine. m.p. ",0-,-l05°C. 
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From 4 6.dichloro-5-(2.4.6-trichloroph«noxy)pynm.d.ne 
and 2 ".enesu-phooarnide :h.r. was obtained N-lo^-oro-S. 

4. 6.trich.oroph.noxy)-4-pyr i mid«ny.l-2 4-xy.enes.lp on- 
amide, m.p. 2570C (from acetonitri.e and .sopropyl .mer). 

By reacting 4.B.dichloro.5.l(2.methoxy.4-m.thy.)phen- 
oxylpyriiridin. with p-t-botylbenzenesulphonam.de ■ and 
hereafter with ethy.ene glyco- Na ^ere was o, £ 
N-[6-(2-nycroxyethoxy)-5-t(2-methoxy-p-tolyl)ox >i py 

dinyllbenzenesulphot«amide as a sond. 

T,e -arting material was prepared by the reaction of 
„ I -Irni with diethyl borr.omalonate and thereafter wuh 

4 6(3H AH^.-pyrimidinedione. m.p. 234-236°C, ana 
reaction of the latter compound with POCI 3 . 

Pv^rr-.nle 21 

Bv -eacting 4.6-d lC hloro-5-[(2-me.hoxy-4-rr.eth y l)p..3n- 
oxvlpy^=c-:ne with p-isopropylbenzenesulphonarn.ee and 
h with ethylene glycol Na there was obta-ned N-[ S -(2- 

™--.t ^ ^eno^]pyrim,dinyll-p-iso P ropy.ben 2 ene- 
Xhona^e. m-P- -.35-13600 (from ethy. acetate). 



=Y^ rr>ple 22 

q v -eac-.na * 6-dichlorc-5-l(2-methox y -4-meih y l)phen- 
Ih o ethv'b-n»enesulphonamide and thereafier 

m .,hyl)Dhenoxy-6.(2-hydroxyelhoxy)-4. P yr.m.a...>n-o -hyl 
benzene3ulphonamide as a soi"-d. 
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pimple 2Z 

■ c 19 methoxy)phenoxy-2-methyl- 
3y reacting ^-^^ and thereafter 

pyr^Jne with P-^-^ ^ned p-tert-buty.-N-M*- 
Sth ethyiene glycol N \ ^H.noxyi^.rnethyl^-pyrirnid.ny.]- 
hy droxy.thoxy)-5-(o-f.i.tnoxyph-noi Y) ^ 

benzenesulphonamide, m.p. 
By acting 

pynmi d,ne with P-isop.^ --; ; c j; ained N , 6 .(2- h yd r y- 
w-th ethylene glycol Na .he eth M . pyr imid.nyl)-P- 

ethoxy)-5-(o-methoxypr.ennx/) 60C ( , rom acetoni- 

. isopropylbenzenesu-pnonarn, e. m.p. - 

tr „ e . isopropanol and water). 

gvflmple 25 

. . H;rhloro-5-(2-methoxyphenoxy)-2-tri- 
B y reacting 4.6-d. ^^^p^oenzenesu.phonamice 
Uuoromethylpyrimid^.e w.th P .»P PY ^ 

a , d ihereauer with f ( ^ ^^y^-trilluorornethy,)- 
( 2-hydroxy e thoxy)o-(O e mc.ho P jtig ^ ^ ^ 

pyrimidinyll-p-isopropy.oenzene.u.p 

:? pva mglft 26 

• s dichloro-5-(2-methoxyphenoxy)-2-tri- 
By react.ng . .o-c .cnio o enesulph0 nam:ae 
« U orometh y lpyrim.G.ne wuh p tert y ^ p . teft . buty , N 

a nd with ethylene ; oxy) . 2 . (trif ,uororr,e,h y 

4-pynm.dmyllbenze...- ^ ?S8 . 2 S9°C. 
toluene). Sodium satt: M.p. 283 

P imple 27 

«• yinitvV4 6-dichloro- 
• « ^ /- i-ben.ioaioxc'i-o-y»oxy) t.o w 



n- 
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, . Ma there was obtained N-l5-(l.3-bet«o- 

butylbenzenesulphonamide as a solid. 

pi mple 28 

♦•„« * n 3-benzodioxol-5-y!oxy)-4,6,dich!oro- 

propylbenzenesulphonamide as a solid. 

■ Pv^mole 29 

m .p. 164-1 65°C (from ethyl acetate). 

« tprt hutvl-N- r L 6-chloro-5-(o-methoxy- 
By reacting p-tert-c-utyi " \P lrhnn onide with the 
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pyamole 32 

By reacting 4.6-dichloro-5-(2-naphthy:oxy)pyrimidine with 
p-tert-butylphenylsulphonamlda and thereafter with ethylene 
9, yC ol Na there was obtained N-[6.(2-h y droxyethoxy)-5-(2. 
naphthyloxy)-4.pyrimidinyi:- P -tert-butylben 2 enesul P honam,de. 

m.p.197-193°C (from isopropyl ether). 

p»amolB 33 

By reacting 4.=-dichloro-5-(o-methoxyphenoxy)-2-propyl- 
oyrimidine with p-iscpropylphenyisu'phonamide and thereafter 
w„h ethylene glycol Na .here was obtained N-l6-(2-hydroxy- 
eihoxy)-5-(o-methoxypr.enoxy)-2-propyl-4-pyrim.d.nyll-p-.so- 

propyibenzenesulpho.-arnide as a solid. 

Example 34 

By reacting 4.6-dichioro-5-(o-methoxyphenoxy)-2-prooyl- 
oyrimidine with p-tert-butylphenylsulphonam.de and thereafter 
with ethylene glycoi Na there was obtained p-tert-butyl-N-lo-,2- 
hy droxyethoxy)-5-(o-rnethoxyphen,xy)-2-propyM-pyrim.d.ny..- 

benzenesulphonamide. 

. Pxarr.ple 35 

By reacting i.6-dichioro-5-(o-methoxy)phenoxy-2-methyi- 
Pyrimidine with O .a.a-tri«uoro-p-to!u«nesulpftonainide and 

thereafter with ethylene glycoi Na there was obtained a.a.a- 
„ , ri f| U oro-N-[6-(2-hycroxyetrioxy)-5-(o-methoxyphenoxy)-2j 
methyl-4-pyrim:dinyl3-p-toluenesulphonamide. m.p. 144-14 3 oC 
(from ethyl acetate;. 
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example 36 

By reacting i.6-cich!oro-5-(o-metr,oxy)ohenoxy-2-rr.e-hyl- 
ovrimidine with p-c.-lo-ophenylsulphonamide and thereafte- with 
-ihylene glycol Na ihe-e was obtained p-ch!oro-N-[6-(2-hycroxy- 
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ethoxy7--5-(o-methoxyphenoxy)-2-methyl-4-pyrimidinyl]benzene- 
sulphonamide. m.p. 134-135°C (from ethyl acetate). 

Example 37 

5 

By reacting 4,6-dichloro-5-(o-methoxy)phenoxy-2-methyl- 
pyrimidine with p-(trifluoromethoxy)benzenesulphonamide and 
thereafter with ethylene glycol Na there was obtained N-[6-{2- 
hydroxyethoxy)-5-(o-rnethoxyphenoxy)-2-methyl-4-pyrimidinyl]- 
10 p-(trifluoromethoxy)benzenesulphonamide. m.p. 138-140°C (from 
ethyl acetate). 

Fxamnie 38 

l5 By reacting 4,6-dichloro-5-(o-methoxy)phenoxy-2-methyl- 

pyrimidine with o-ethylbenzenesu!phonamide and thereafter with 
ethylene glycol Na there was obtained o-ethyl-N-[6-(2- 
hydroxyethoxy)-5-(o-methoxyphenoxy)-2-methyl-4-pyrimidinyl]- 

benzenesuiphonamide as a white foam. 

:o 

Example 39 

By reacting 4.S-dichloro-5-(o-methoxy)phenoxy-2-methyl- 
pyrimidine with p-toluenesf'.phonamide thereafter with ethylene 
:s glycol Na trere was obtained N-[6-(2-hydroxyethoxy)-5-(o- 
methoxypnenoxy)-2-methyl-4-pyrimidinyl]-p-toluer,9- 

sulphonam:Ce as a white foam. 

Fxa.-v.pie 4Q 

30 

By reacting 4,6-dichloro-5-(o-methoxy)phenoxy-2- 
methylpyrinid'.r.e with 2-naohthyl3ulphonamide and thereafter 
with ethylene glycol Na there was obtained N-[6-(2-hydroxy- 
ethoxy)-5-{o-rr.9thoxyphenoxy)-2-methyl-4-pyrimidinyl]-2- 

35 naphthylsu:?r.onamide as a foam. 
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3 1 

Exa mple 41 

By reacting p-tert-butyl-N-[6-chloro-5-(o-methoxyphen- 

oxy)-2-methyl-4-pyritnidinyl]benzenesulphonamide with the 

monosodium salt of 1.3-propanediol there was obtamed p-tert- 
bu t«|.N.[6.(3-hydfOxypropoxy)-5-{o-methoxyphenoxy).2-methyl- 

4. py rimidinyl]benzeaesulphonamide as a white foam. 

fYamole 42 

In analogy to Example 1. paragraph a), 300 mg of p-t-butyl- 
N.r6-chloro-5-[(o-methy.thio) P henoxy]-4- P yrimidinyl]benzene- 

suiphonamide were converted into N-[6-(2-h y drox y ethoxy)-5-[(o- 
rr.ethylthio)phenoxy]-4- P yrimidiny!]b9nzenesu!phonam.de. There 
w-re obtained 250 mg of p-t-butyl-N-[6-(2-hydroxyethoxy)-5- 
[(o-methylthiOphenoxyl^-pyrimidinyllbenzenesulphonamide. m.p. 

1^9-150°C. 

The starting material was prepared as follows: 

a) Dimethyl (o-r.et:v;!-.-'o)phenoxymalonate was obtained from 
dimethyl chloromalonate and (o-methylthio)phenol in analogy to 
Pxample 1. paragraph c). From 17 g of <o-met:iylthio)phenol 
mere were obtained 23 g of malonate from toluene-hexane. 

5) 9.15 g of 5-i(o-.-ethylthio)phenoxy]-6-hydroxy-4-(3H)- 
oyrimidinone. MS:25C (M). were obtained from 13.5 g of the 
malonate from a) ar.d fcmamidine acetate in analogy to Example 
1 . paragraph d). 

c) 2 5g of f^s comoound and 2.9 g of diisoprcpyiethylamir.e 
were suspended in 15 m! of acetonitrile. 2 ml of POCI 3 were 
added dropwise So the suspension and the mixture was subse- 
quently boiled at reflux for 5 hours. 4.6-Dichloro-5-[(o-meihyl- 
thio)phenoxy]pyrimidir.e was obiainea after working-up in analogy 
to Example 1. paragraph e). After crystallization from n-hexane 
there was obtained 1 g tt pyrimidine deriva:ive. .m.p. 89-90°C. 
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d) In "analogy to Example 1, paragrapn f), 580 mg of 4,6- 
dichloro-5-[(o-methylthio)phenoxy]pyrimidine were converted 
with 850 mg of p-t-butylbenzenesulphonamide K into p-t-butyl- 
N-[6-chloro-5-[(o-methylthio)phenoxy]-4-pyrimidinyljbenzene- 
5 sulphonamide. After crystallization from MeOH there were 
obtained 480 mg of white crystals, m.p. 154-155°C. 

Example 43 

io a) In analogy to Example 1, paragraph a), 350 mg of p-t-butyl- 
N-[(6-chloro-5-(o-methoxyphenoxy)-2-phenyi-4-pyrimidinyl]- 
benzenesulphonamide were converted into p-t-butyl-N-[6-(2- 
hydroxyethoxy)-5-(o-methoxyphenoxy)-2-phenyl-4-pyrimidinyl]- 
benzenesulphonamide. After crystallization from diisopropyl 

15 ether there were obtained 330 mg of white crystals, m.p. 160- 
161°C- 

b) 225 mg of, this compound were dissolved in EtOH. The 
stoichiometric amount of KOH in MeOH was added to the solution. 
:o Then, the solvent was distilled off and diisopropyl ether was 

added to the residue, whereby there was obtained p-i-buty1-N-[6- 
(2-hydroxyethoxy)-5-(o-methoxyphenoxy)-2-phenyl-4-pyrimi- 
dinyl]benzenesu!phonamide potassium, MS: 588 [(M + K)-]. 

2 5 Examoie 44 

In analogy tc Example 1. paragraph a), from N-[2-amino-6- 
chloro-5-{o-methoxyphenoxy)-4-pyrimidinyl]-p-tert.-Duiy!ben- 
zenesulphonamide there was obtained N-[2-amino-6-{2-hycroxy- 
?0 ethoxy)-5-(o-methoxyphenoxy)-4-pyrimidinyl]-p-tert.-buiyl- 
benzenesulphonamide, white crystals z\ melting point '.5S°C 
(from diisopropyl ether). 

The starting material was prepared as follows: 

3 5 

a) 7.65 g of dimethyl (5-o-methoxy)phenoxymalonate and 3 g 
of guanidrne hydrochloride were added to a solution of 2.3 g of Na 
in 100 ml of methanol. The suspension was stirred at room 
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■ • o,oo'n 'nr 3 hours Then, the methanol was 
temperature unoer argon ,or 3 nours. . 

distilled off and the residue was taken up .n H 2 0. Atter the us-, 
^ment. as already described, the comoounc .was predated 
by the dropwise addition of acetic acid unt.l the pri of the 

! "on had reached 4.5. There were obtained 6.4 g of crude 
0 °od uct of which 1.35g were suspended in 10 ml of d.oxan. 
14 of N-ethyldiisoprooylamine; 2 ml of POC 3 and 1 g of 
•riethyibenzylammonium ch.oride were added thereto .n succes- 
- 0 The mixture was boiled at reflux under an argon atmosphere 

Lining vigorous.. After 30 minutes the soWenl : m,x 
was distilled oH. the residue was taken up .n ethyl acetate ana 
Seated with H 2 0 and saturated NaHCOa solution. « 
was carried out by chromatography on s.hca gel CH 2 Cl2-ethyl 
acetate 91 vol.. as the e.uent). There was obttuneo 2-am.no- 
, 6 dich.oro-5.(o-methoxy P henoxy 1P yrimidine as a colourless 

solid. M.p- 190°C. 

b) 0 5g of the foregoing dichloro compound and 0.75 g of p- 
ten -butylbenzenesulphonamide Na in 2 ml of DMSO were 
converted at 90o C into N-[2-amino-6-chloro-5-(o-methoxy- 
phenoxy)-4-pyrimidinyl].p-tert-butylbenzenesulphonam.de. m.p. 

194-195°C 

f=xamole 45 

a) In analogy to Example 1. paragraph a). 478 mg of p-tert- 
bu ty|-N-[6-chloro-2-methyl-5-[o-(methylthio)phenoxy]pyr.m.- 

dinyllbenzenesulohonamide and Na glycolate in ethylene glycol 
were converted into p-tert-butyl-N-[6-(2-hydrox y ethoxy)-2- 
, fr,ethyl-5-[o-(methylthio)phenoxy]-4-pyrimidinyl]benzene- 

sulphonamide, m.p. T5S-167°C. 

b) 225 mg of this compound were converted into the sulpr.o.n- 
amide salt by adding the stoichiometric amount of aqueous NaOH. 

< Then it was diluted with methanol to give a homogeneous 

solution 100 mg of NalO, dissolved in 2 ml of H a O were adced 
to this solution and the mixture was stirred at room temperature 
•or 8 hours. Then, it was evaporated to dryness. The res.due was 
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partitioned between ethyl acetate and aqueous 0.1N H 2 S0 4 . After 
evaporating the organic phase the p-tert-butyl-N-[6-(2-hydro X y- 
ethoxy)-2-methyl-5-lo-(R.S-methylsulphinyl)phenoxy]-4- 
pyrimidinyllbenzenesulphonamide was crystallized from d.:so- 
propyl ether. 1 50 mg of white crystals were obtained. MS: m/e 
520 (M+H)+. 

g The starting material was prepared as follows: 

54 g of dimethyl (o-methy;thiophenoxy)malonate and 2.1 g 
of acetamidine hydrochloride ware converted into S-hydroxy-2- 
m ethyl-5-[o-(methylthio)phenoxyj-4(3H)-pyrimidine and tn.s was 
converted into 4 .6-dichloro-2-~ethyl-5-[o-(methylthiophenoxy)- 
pyrimidine, rn.p. 132-133°C. 

0 9 g of the foregoing dichioro compound and 1 .3 g of p- 
tert-butylber.zenesulphonamide K were converted into p-tert- 
bu tyl-N.[6-chloro-2.methy|.5-io.methyUhio)phenoxy]-4.pyr.m.. 

dinyl]benzenesulphonamide. M.p. 162-163°C. 

F*arr.3le 46 

122s of (S)-l.2-di-0-isooropylidene-glycerol were added 
dropwise under an argon atmosphere to a suspension of 170 mg 

, of NaH in 2 ml of dry THF. Subsequently. 1 .03 g of p-tert-butyl- 
N.[6-chloro.5.(o.meihoxyphcnoxy)-2.(p-meihoxyph e nyH-4. 
py ,i m idinvl|bcnzene»ulphonamide and 2 ml of DMSO were added. 
The mixture was left to react at 9 5 o C for 4 hours, whereby the 
THF distilled off. Then. 0.5 ml of H 2 0 was added and the solvent 

0 mixture and the excess reagent we.e distilled off under reduced 
pressure. The residue was taker, up in 20 ml of dtoxan; 1 ml of 
aqueous IS HCI was added and 1e mixture was left to react at 
65°C for 45 minutes. The mi :e was then evaporated to 
dryness. The residue was pa: oned between ethyl acetate and 

.5 IN hydrochloric acid. After , usual woiking-up the compound 
was purified on silica gel with ;yl acetate as the eluent There 
was obtained 0.98 g of (SV ,n-buty.-N-l6-(2.3-dihydroxy- 
propyIoxv.-5-to-methoxy-phe .>; y )-2-(p-me.hoxy phenyl)- 
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pvrimWin-4-yll-benxenes-lphon.mide. m.p. U1-W2-C (from 

diethyl eiher). 

The starting material was prepared as follows: 

, ,„ Ex-mole 1. paragraph d). 7.63 g of dimethyl 
In analogy io Ex mple 1 P melh oxy-benz- 
(o-meihoxyphenoxylmalonate and 5 6 o P hoxy . 

amid ,ne hydrochloride -re 3 „)-pyrimidinone. 
Reaction of .h,s compv.- henvl) . 5 .(o-rnethoxy- 

vield ed ^»; d : c ;" ,oro n -; (p 1 7 3 " h I Vc p fmm >« » 

phenoxy)-pynm.d.ne m-p. p . ICTt . b u.yl-N-l6- 

Example 1. paragraph f , ^ 2 . lp . melnoX ypheny.)-4-pyr 1 m 1 - 
chloro-D-(.o-methox> r nenox. vh ^ 

« dinyllbenienesulphonamioe. m.p. 



Pvamnle 47 



210 mg of 4.,eri-buiyl-NM5-(2-chloro-5-meihoxy ; 

" Mhvl 6-^-mcihvlsulphanyl-cthoxy)-pyr.m.d,n-.- 
phcnoxy >-2-eth>I-o ..- mci . , - ,- n ,, of \i c OH and 

, nn < niS HC1 and worked-up as usual. 

ch.o,™.,^ on silica S d 

bcnienesulphonamide a, a white powder. MS. .81 

The starting material was prepared as follows: 

,„ -naloev to Example 1. paragraph c). from 

I , , r i M-nethvl chloromalonate there was obtained 
methoxy-phenol ana oimnnyi emu 6S -6^C 
dimethyl « 2-ch.oro-S -ethoxy -phenoxy .malonate. m.p. 6. 
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rnndensaiion- with propanidid hydrochloride yielded 2-eihyl-5- 
Condensation wun v nvdroxv-4(3H)-pyrimidinone 
(2-chloro-5 ; me t :»o,y.phenoxy)-6-n>droxy 4(3") py 

ch oro-" - (2.chloro.5.m«»hoxy.phenoxy).2-ethyl.pyn m .d.n.4- 
y J^«cncs»«phonamidc. m.p. 142-143'C (from ethane.). 

300 mg of 2 .(meth y lthio)ethano. were added dropwise 

under argon , 

S TZ: i'< ^3 die hy. e 3 P 4 5.6-teUa h ydro-2( 1 H)-p y r imi d i none 
3 . Ld d - e-= The mixture was .eft to react at SQOC for 
Thoorf V.V h ' usual w orUin 5 -up of the reaction mixture an.. 
} hours. Alt.. t ; (CHlCl ,. dielhv , eiher, 95/5 vol. as the 

«hoxy).pyrimidin.4-yll-benEen«u. P honam.de as a .hue 

;» powder. 

a) ,„ ana.o«y to Examp.e .. from 4-tert-buty. N-i6-ch.oro.5- 
5 (..chloro-5.:ne,hoxy-phenoxy)0.meihylpyr.m.d.ne-,->M- 

b'en^cnesu.ph.narr.ide there were manufactured 4-tert-bu >.-N- 
f " c h.oo.5.me t hoxy- P henoxy)-6-(2-hydroxy-ethoxyV2. 

l me hv. pvri.id 1 n.4.yH-ben 2 enesu.phona m ide. From ,00 ms o. 

Z ;,aL materia, there were obtained 430 m, o, whue 

jo crystals. M.p. Ul-.4l.5oC (from isopropyl ether). 

M 140 ma c: the compound obtained were esterified with 3- 
ranca bcx'ic acid under the following conditions: 140 rng of 
he p^ouU obtained sulphonamide. 170,9 of N-ethy.-N - 3- 
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?0 -n.es. Subseque ^ « *» J e and lN H C. 

residue was P»«*«^.^ H , 0 and isolated as usual. The 
then washed i.,ree i.m-. »•* - ^ ^ dichlorornelha ne- 

benzenesulphonamice- 

• was prepared as follows: 

The starting rr.i.ewZi F h 

1b analogy l0 Exa.p.e , 

s h vdroch»on d t jo ^ " hl ffl .„ analogy t0 Example 

6 " hydr ° Xy ; oh " - -a, ob»ined 4.6.dich.oro-5.(2.ch,oroo- 
paragra ph e jdine . m . p . 123-130-C. and 

nl ,-thoxy-phcno.x>>-- m..n P. n „ raor , ph n , there was 

1S2 ; C (from MeOHi. 

Fvimple •*? 

" , „. v .,-EvamPle-»7. 90m S of N-|M2-chloro-5- 

• 3n h .? 0 \r * " L.hvl,«lphanyl.c.hOKy).pyrimidin..- 

x ,|.1.3.bcnzodioxo:.?- ; ulphon 3 m.<l C were ox.dued 

<RS> •;.'o...--chioro-5-metho.xy-phenoxy)-6-t--niUhyi 
give (Rb)-.' i=> ;. be nzodioxol-5-sulphon- 

•amide. There were or.a-.ned 05 m v oi P 
(M+H + ). 
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• Ti-refrom in analogy 10 Example 1. paragraph e). 

there was ODiai.i^u « 

.... mn «S-S9 : C (from ethanol). 

,- Ml — of i6-dichloro-5-(2-chloro-2-meihoxy- 
ile i-'ih" 3 3 of U3.benzodioxo.-5. 
phenoxy).pyr-.m^, J- - s . l6<hlwo . 5 . l2 . ch ,oro-5. 

,ulphona«n.« K ^^.^^^0^-5- 
.ne.hoxy.pncnox^P ^ - ^ ^ convene(J int0 s . 

su lphonam,oe. Tne la>. rum r £ . methvlsulphan yl- 
^.(l-chloro-S-ne, ox y-p ; n^0 • d , as 

S:^-^-; of the starting .ateria, in Examp.e 
47 



1 5 



' A ... oi 0 n fl of sodium in 3.0 ml of ethylene glycol 
* SC -:'. c =CwU h - 0.265 , of 4.,er|.but>l-N-l6-chlomO. 
was heatec . .0 C ? lh ^. 2 . vl . pvMrnidi n-4-yl!- 

^--'- lh ->- Fr - en ^';;::r i C a fun'her ^hour. poured on ,o 
benzenesuirhonamid ^ ^ ^ acid . The suspension 

icc 3nd r * «V, h C :hvl acetate, the organic extracts 

0b,ai " ed with water, dried with sodium sulphate 

were co.-.tn-. - _ re Thg resldue was 

and concentr^ ut- - c „ 2 cb-ethy> acetate 9:1 and 

ch 7T ::ri? '^-.^;vi-N-r6-r:-hvdroxy-e.hoxy)-5-(2-me l hoxy- 

vieldevl -- vll-henzei'.esulohon- 

, J -.-> .-. i--vnmidin-4-yi| Deii-c^. 

phenox-- ----- -no..--'-- - ■' ■-- 

amide as a *r...e - •- • - 



sur.inc miteri 



i.25 prepared as follows: 



a) A 



, * P , of Na in 200 ml of abs. methanol was 

4 :',7di«hvl (o-me,hox yP henoxy)malonate and 

""I* :V l :- ; ;i t ,:n:.2-carboxamidine hydrochloride and .he 
'°- S " ''.ir-d at room temperature overnight and 

suspense -; ■» ■; jfe Xhe residu e was taken up .n 

evaporr.sa -.r.uer F with IN HC1. the 

» N N20H - ^. a ^;;":;^'^r s^on. — *» 

precipe- w.-.w^ - 
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purification. 

,- • a . if 5-(o-methoxyphenoxy)-2-(2- 
b) a suspension ot ~° » " . NN . d ii S opropyl-N • 

*^'"*T'T™ l - ;oi, d a t «n« X .or 20 hours 
elh ylam,ne and 6., . o. 5 pre$sure and the 

The mixture wa then ^apo ^ ^ ^ ^ 

re sidue was pou.M on » ^ w3(er . dfied and 

The combined extrao w. ^'^.^ w „ chr0 matographed on 
evaporated ,n a 4 . 6 . < j ic Horo-5.(2-nK,hoxy. 

silica set with tolu...- - HS-120°C. 

P henoxyV2-Uhiophen-:-yl,-pyr.m.d,Pe. m.p. 

, .-„„ of 0 «3 • of 4.6-dichloroo-C-methoxy- 
,., A solut.cn ot DMS0 was 

phe noxyV2,.hioph i n.:.yn-pynrn. ne „ ^ w ^ w . 

heale d to ,50*0-*, ^ „,cd in a h.gh 

,0f f,:: 0 t; re^ue was poured on to ice. made add 
„ vacuum and <h, o.l> r>..a i . ci ., acc|aWi 

tpH = 3) ^r.c" o^r washed with water, dr.ed 
The organ,, ^e x u, concenIrawd und er reduced pressure 

over sod.um sutptuu -no lo luene-ethyl 
The residue was chroma £ on £ J -^..j.^.. 

:5 acetate 9:1 and y.eUed ;" lerl vll . bcn ,, n c S ulphon- 
phenoxy)-2. (1 hio ? hen.:-yl)-pyrumd.n-->l 1 

amide us a while foau*. 

r v . lf ,, n |., ;n from 4-tert-buiyl- 
ln an analogous manner to Exa.npl. 0. « 
N. l 6.ch.oro.5.i2.m e «hoxy-phe«oxy>.:.(tn,op hen- ■ ■ 

' • -tin < -OMwn— ««ulphonamiJ2 and ethylene gl>col . a 
pyr.mid.n ->l ben.-.. P ...^ : . hvdroxy .cthoxyV>-l2. 

,5 me.hoxy.phenoxy,-:-lih.ophen.,-vl»p>...."d.n . . 
sulphonamidc. m. P . 152-153-C mom toice..^. 
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The 4.ieri.buiyl-N.I6.chloro.5.(2.meihoxy-phenoxy) m 2- 

and 4.6-d i chloro-5.(2-me,hoxy.phenoxy)-2-(.h.oph«n. J ->l)- 
pyrimidine (m.p. 98-99°C). 

Fvnm ple 52 

,n Ex-nole 50 from 4-tert-butyl-N-!6-chloro-2- 
In analogy to Example 3u. benzene 
( f„r.n.2-vl>-5.(2-methoxv- P henoxy)-pynm.d.n>l-. ,11 

^ ,UU ' . . i v.. ihprp. was c 



sulphonamide and etnylene glycol Na mere 
b«.vl-N-;2.lf»ran.2.yn6.(2.hvdroxy-e.hoxy)0.1--u...ho.> 

/ ■-.•„< vll-benze ■•sulphonamide as an 

amotphous solid. 

The 4. te n-bu t v..N.|6-ch.oro-2.(furan-2.y.)-5-(2.me t hoxy. 

• v.-„ <\u-benzenesulphonarnide (foam) was 
ph e no,y). P yr,m,c.n.^»l b ' e hydrocnlo ride via 

prep ,,ed s --; i /°:,. m o;v.pheno.xy)- P yrin li dine.4.6.dione 
rac-2-tfuran-.-yDO I- mti v d 4.6-dichloro- 

(solid wiih a decomposition pent of 25.V-58 C) and 
2.ifuran-2.yn-3-l2.me«hoxyphcnoxy)-nvr.m,d.ne. 

Fxnm ple 51 

ln ina ,ogy » Example 50. from 4,er,.butyl ; N ^oro-2- 
furanO-vl^-»2-meihoxy.ph J noxy)-pynm.d,n.4.>, -benzene 

; • ..hvlene -'vcol Na there was ociained 4-i.rt- 
sulphcnamide ana ethylene c .^oi m eihow- 
v , , ,.• -„ vli.6-( ■'-hvdroxv-ethoxy )0-i .-meino.\> 

1 20- 1 22°C (irom toluenc/n-hexane). 

Th- 4 -, e r,-bu.y..N-|6.ch.o,.- Mf^^-a-"^- 

via rac-2-Uurano yl)-5 (- <netnox> t ; 
.etrahydro-pyrimidine (solid with a m.p. of more than 
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Von, and 4.6-d i ch.o:o-2-(furan-3-yn-5-(2- t ne l ho.y- 
decomposition) ana 
phenoxy)-pyrimidine. 

v SO from 4-iert-buiyl-N-l6-chloro-5- 
,„ analogy to Example 50. from 
(2.m e .ho*y-pheno*y)-2-lpynd»n-, ») ^ ^ ob(ained 

benzenesulphonamide and etnylen g h . phen0 xy)- 

, v iA rhloro-5-(2-meihoxy-phcnoxy)-2- 

(F v rW in-2-yl) ; pynn,d I n--- 1 b ^ from pyriJine . 

, 9S ^C from .sopropyl ct, r) -as p xy . ph cnoxy)-2- 
2 . carb oxamidine hy-roch ' . 6 . dkhloro . 5 -(2- 

,P>"d i n-2-ynpyrim,d ; ne r .6-d.o ^a ^ ^ 

meihoxy-phcnox*'- 

P^mple 55 

, ,„ Exanple 50, from 4-u«-bu.yl-N-l6-chloro-5- 
,„ analogy to E«rnpte = n .,. vl) . pvrimi din-4-yU- 
^-meihojy-phMoxyVZ-Cpyr.d.n, ) P. obiaineJ 

b , n ,,nesu.phonamide and ethylene S »col ^ *; „„, ,. 

i , . v- | 6 .(-».hvdroxv-eihoxy)-5-U mtu.u. > \ 

of'm.p. 166-167=C from aceione-c.her. 

Th ' tc ^.bctvl-N-l6 chloro-5-(2-metnoxy-phenoxyV:- 
l4v; ) pvrmd,n-4y 1 |-ben Z enesul P honam 1 de potass,,. 

T mc m 96=C from H : 0. was prepared S ,amng from 
il l), m.p. iv^ ivu v- hi^:.!.. via S-'2-mcthoxy- 

5.(2-mcihcxy.phenox>i---(p^»din • 



176 C C. 
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p.xample 56 

,„ analogy to Example 50. fro. 4.tert-buty<-N-l6-ch.oro-5- 
p- m cthoxy-phcnoxy)-2-(pyridin-3-yl)-pyrim,d.n-4-yll- 

L«ne.u Jhonamide and ethylene glycol N. there was obta.n d 
4 :e rl -b Ut y.-NM6-(2- h ydroxy-e t hox:0-5-(2- m e l hoxy-pheno X ,- 
2-(pyridin-3-yl)pyr:midin-4-yll-benzenesul P honam.de K 

loam. MS: (M+H1+ = 551.2. 

The 4-ieri-b U .yl-N-l6-chloro-5-(2-meth 0 xy-phenoxy)-2- 
(Dvndin-3-yl)-pvrimidin-4.yll-benzenesul P honam.de was 

p r d Lung from pyridineO-carboxamidine hydtoc ^ 
v a rac-5-(2.me t hox y . P henoxy)-2-(pyndin-3-y»)-tetrahydr 0 -lH- 

^Jdine-U-dione and 4.6-d i ch,oro-5,2- m e t h 0 xy- P h e noxy ,- 

2'lpyridin-3-yh-pyrimidine (m.p. 164-165 L). 

™ n ( V5mc of 4-tert-butyl-N-[6-chloro-5-(2- 
A suspension ot 3--> mg ui 

• \ -> (nvridin-" , -vl)- P vrimidin-4-yl)benzene- 
i methoxv-phenoxy W-(p> no,n _ ■ ' v - . ... 

onaml in 1 ml of glacial acetic acid was treated , w«h 
^ 5 ml of 40* peraceuc acid and slowly heated to reflux. AM.r - 
minu.es the mix.ure was cooled, evaporated under reduced 

.nd .he residue was recrvstallized from ethyl acetate. 

lK"o-5.(2- m ethoxy-phen 0 xy)- P yrimidin-2-y.l-pynd.ne l-ox-.de 
of m.p. 201-2O2 c C (with decomposition). 

Pimple 53 

50 2i6mg of 2-l4.(4-tert.butyl- P henylsul P honylamino)-6- 

ch.oro-5-(2.methoxy. P h e noxy)- P yrimidin.2-y.l- P yridine l-ox,de 

added to a solution of 46 mg of N, in pure , 
and the solution which slowly resulted was heated at SO C 

L Hltered off under suction. There was obtained 
b ut yl-phenylsulphonylamino)-6.(2-hydroxy-c«hoxy)- ? -U- 
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•j- o vil nvridinc 1-oxide as an 
m eihoxy-phen6xy)-pyTln,.d^ -^H* ^ a( 40 . c . MS: 

amorphous mass wh.ch was dried 

^M+H) + = 567.4. 

pimple 59. 

- „ mDle 57 from 4-ieft-buiyl-N-l6-chloro-5- 
l„ analogy to Example iinidiny ,.4-yU- 
(2-m.«hoxy.phenoxy)-2 d (pyr.d^4 yj„^ ^ 4 , 4 . 

bcnzenesulphonam.de and *™ y6 . cMot0 .S-V-™**°*y ' 
> C-en-bu.y.-ph-y ...ph- - m . p . ,47-249'C (from 
phenoxy)-pynm.d.n-2->Il pv 
CH 2 C1: and isopropyl ether). 

pvim ple 60 

. ss from 4 -l4-(4-ien-butyl-phenyl- 
,„" analogy to ExampU ,8 J ™ q l henoxy) . pyri midin-2. 
su lphonyl»mino)-6-ch loroo- ■ --"«'• ^ . n eihy , eM glycol 
yll-pyridine 1-oxide and ^ ' " henyUulp honylarninoV6- 

lhere was obu.ned ^ henoxy ).pyrirnidin-2.yll 
( 2-hvdroxy-eihoxv)0-(2-meihox> p = ^ 4 

?v ndine 1-oxide as an amorphous mass. 



(M+Sa)* = 589.4. 

Fv.mple 61. 



25 



30 



Fxannle <0 from 4-,en-butyl-N-|6-chloro- 
,„ analogy to Exarnpl Ch xy>pynnlidin .4-y. |- 

l2-meihoxy-ethyn-s-l-...-_ _ > j Na there was ob ta,ned 

benzenesulphonamide and .m>« hydroxy . e thoxy >- 

u . ,1 isj ifi.n-hvdroxv-etnoxj 1- v - 

4 tert-buiyl-N-l 0 I- »> ,; m irfin-4-vll-benzene- 

dried in a high vacuum. 
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A . and 4 6.diehloro-2-(2-meihoxy-e.hyl)-5-C- 
pyrimidinedione and 4.o o 
a,eihoxy-phenoxy)-pyri«"' d,ne - 

pv^mple 62 

c 50 from 4-ter l -butyl-N-l6-chloro-2- 

,„ an,logy to *™P* p ,, ir nidin-4.yH-benzene- 
cyc»opro P yl-5.(2- m e l hoxy-pheno^) >P ^ ,„„. 

sulph onamide and ethylene gl>eo J hoxy) . 5 . l2 . m c,hox> - 

b^N-l*-*^ as a foam. 

phenoxy)-pynmidin«*->M 



M+ = 513. 



phenoxyO-pyrimidine (m.p. 70-71 C). 

Fv.mple 64 

• c „i, 50 from 4-tert-butyl-N-i6-chloro-2- 
,„ analogy .o Examp' . 50 ' . dln . 4 . y „. 
iso P ropyl-5-(2-me l hoxy-phenox>) p. 
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benzenesulphonamide and ethylene glycol Na there was obtained 
4-iert-butyl-N-[6-(2-hydroxy-ethoxy)-2-isopropyl-5-(2- 
meihoxy-phenoxy)-pyrimidin-4-yl]-benzenesulphonamide as a 
solid. 

5 

The 4-tert-buiyI-N-[6-chIoro-2-isopropyl-5-(2-methoxy- 
phenoxy)-pyrimidin-4-yI]-benzenesulphonamide was prepared 
starting from isopropionamidine hydrochloride via rac-2-iso- 
propyl-5-(2-methoxy-phenoxy)- 1 ,4,5,6-tetrahydro-pyrimidine - 
10 4.6-dione and 4.6-dichloro-2-isopropyl-5-(2-methoxy-phenoxy )- 
pyrimidine (m.p. 70-72°C). 

Example 65 

15 In analogy to Example 50, from 4-chloro-N-[6-chloro-5-( 5- 

f I u oro- 2 - me i h ox y - p h e n o x y ) - py r i rn H i n - 4 - y I ] - be n zc n es 'i I p h o n - 
amide and ethylene glycol Na there was obtained 4-chIoro-N-(3- 
( 5 - fl u o ro - 2 - me t h o x y - ph e n ox y ) -6 : ( 2 -h y d ro x y - e t h o x y ) - py r i m i d i r. - 
4-yI]-benzenesulphonamide, m.p. 152-154 C C (from CH3CN and iso- 

20 propyl ether). 

The 4-chloro-N-[6-chioro-5-(5-fluoro-2-methoxy-phcnoxy \- 
pyrimidin-4-yl ]-benzenesulphonamide (m.p. 169-17. 1°C) was 
prepared from 4.6-dichIoro-5 -(5-fluoro-2-methoxy-phenoxy )- 
25 pyrimidine and 4-chlorobenzenesulphonamide K. 

Example 66 

In analogy to Example 50, from N-|6-chloro-5-(5-fIuoro-2- 
30 methoxy-phenoxy)-pyrimidi n - 4-yl |-4-tr : f'.i, - ••methyl -benzene- 
sulphonamide and sodium ethv 1 -- there was obtained 
N-[5-(5-fluoro-2-me ; ho- . ; j-6-( 2-hydroxy-ethox> )- 
pyrimidin-4 -\ " : -ihyl-benzenesulphonamide. m.p. 
I54-!55 C C f :opyl ether). 



1 he N-[6-chloro-5-(5-fluoro-2-methoxy-phenoxy)- 
. : rimidin-4-yl |-4-trifluoromethyl-benzenesulphonamide (m.p. 
1S5-186°C) was prepared from 4.6-dichIoro-5-(5-fluoro-2- 



46 
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methoxy-phenoxy)-pyrimidine and 4-trifluoromethylbenzene- 
sulphonamide K. 

Example 67 

5 

In analogy to Example 50. but with a reaction temperature 
of 100 C C, from 4-iert-butyl-N-(o-chloro-5-(2-meihoxy-phenoxy)- 
2-(pyrimidin-2-yl)-pyrimidin-4-yl]-benzenesulphon- amide and 
sodium ethylene glycolate in ethylene glycol there was obtained 
10 4-tert-busyi-N -[6-(2-hydroxy-ethoxy)-5 -(2-methoxy -phenoxy )- 
2-(pyrimidin-2-yl)-pyrimidin-4-yll-benzenesulphon- amide as a 
solid. Sodium salt: m.p. 195-19S C C. 

The 4- tert-buiyl-N-|6-chloro-5-(2-methoxy -phenoxy )-2- 
15 pyrimidin-2-yl)-pyriinidin-4-yl!-benzenesulphonamide was 
prepared starting from pyrimidine-2-carboxamidine hydro- 
chloride via rac-5-(2-methoxy -phenoxy )-2-(pyrimidin-2-yl )- 
tetrahydro-pyrimidine-4,6-dione and 4.6-dichloro-5-(2-meihoxy- 
phenoxy 1-2,2' -bipyri mid ine.. 

:o 

Example 68 

In analogy to Example 50. from 4-tert-butyl-N-[6-chloro-5- 
(3-methoxy-phenoxy)-2.2'-bipyrimidin-4-yl]-benzenesulphon- 
25 amide and Na ethylene glycolate in ethylene glycol there was 
obtained 4-tert-butyl-N-[6-(2-hydroxy-ethoxy)-5-(3-meihoxy- 
phenoxy i-2!2'-bipyrimidin-4-yll-benzencsulphonamide as a solid. 

The 4-tert-butyl-N-[6-chloro-5-(3-methoxy -phenoxy) -2.2'- 
30 bipyrimidin-4-yl]-benzenesulphonamide was prepared starting 
from rac-5-(3-methoxy-phenoxy)-2-(pyrimidin-2-yl)-1.4,5.6- 
tetrahydro-pyrimidine-4,6-dione via 4,6-dichlcroo -( 3-methoxy- 
phenoxy)-2.2'-bipyrimidinyK 

^ 3 Example 69 



!n analogy to Example 50. from 4-tert-butyl-N-[6-chloro-5- 
(4-fluoro-2-methoxy-phenoxy)-2.2'-bipyrimidin-4-yl]- 
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benzenesulphonamide and Na ethylene glycolate in ethylene glycol 
there was obtained 4-tert-butyl-N-[5-(4-fluoro-2-methoxy- 
phenoxy)-6-(2-hydroxy-ethoxy)-2,2'-bipyrimidin-4-yl]- 
benzenesulphonamide. m.p. 161-163 = C. 

5 

The 4-tert-bu:yl-N-[6-ch!oro-5-(4-fluoro-2-methoxy- 
phenoxyj^^'-bipyrirr.idin-f-ylj-benzenesulphonamide (m.p. 225- 
227 C C) was prepared starting from diethyl (4-fluoro-2-methoxy- 
phenoxy)ma!onate via 5-(4-fluoro-2-methoxy-phenoxy}-2.2'- 
10 bipyrimidine-4,6-diol (decomposition point >131 C C) and 4,6- 
dichloro-5-(4.fluoro-2-methoxy-phenoxy)-2.2'-bipyrimidine 

(m.p. 179-180 C C). 

Fxamoie 70 

15 

In analogy to Example 50, from 4-tert-butyl-N-[6-chloro-5- 
(4-fIuoro-2-methoxy-phenoxy)-2-methyl-pyrimidin-4-yl^ ■ 
benzenesulphonamide and Na ethylene glycolate in ethylene glycol 
there was obtained x-tert-butyl-N-[5-(4-fluoro-2-methoxy- 
:n phenoxy)-6-(2-hydfCxy-ethoxy)-2-methyl-pyrimidin-4-yl]- 
benzenesulphonamice. m.p. 141-142 : C (from CH 2 CI 2 -isopropyl 
ether). 

The ' 4-tert-buty!-N-[6-chloro-5-(4-fluoro-2-methoxy- 
:s phenoxy)-2-methyl-pyr!rr!;din-4-yl]-benzenesulphonamide (m.p. 
164-165 C C) was prepared starting from diethyl (4-fluoro-2- 
rrethoxy-phenoxyjr-.aronate via rac-5-(4-fluoro-2-methoxy- 
pnenoxy) -2- methyl-* .4.5.5-tetrahydropyrimidine-4,6-dione and 
4.5-dich!oro-5-(4-f:uorc-2-fnethoxy-phenoxy)-2-methyl- 
3d pynmiriir.e (m.p. 1 29-1 30"C). 

Exam ple 71 

In analogy tc Example 50. from 4-tert-buty!-N-[6-chloro-5- 
■ 5 (^.fiuoro-2-methoxy-p'-3noxy)-pyrimidin-4-yl]-benzenesulphon- 
amide and Na ethyier.e glycolate in ethylene glycol there was 
obtained 4-tert-Dj:yl-N-[5-(4-fluoro-2-methoxy-phenoxy)-6-(2- 
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hydroxy-ethoxy).pyrimidin-4-yl]-b5n2enesulphonamide, m.p. 143- 
144°C (from CH 2 CI 2 -isopropyl ether). 

The 4-tert-butyf-N-[6-chioro-5-(4-fluoro-2-methoxy- 
phenoxy)-pyrimidin-4-yl]-benzenesulphonamide (m.p. 146-147=C) 
was prepared starting from diethyl (4-fluoro-2-methoxy- 
phenoxyjmalcnaie via rac-5-(4-fiuoro-2-methoxy-phenoxy)- 
1 ,4,5,6-tetrahydro-pyrimidine-4,6-dione and 4,6-dichloro-5-(4- 
ffuoro^-methoxy-phenoxy^yrimidine (m.p. 1 00-1 01 C C). 

Example 72 

In analogy to Example 50. from N-[6-chloro-5-(5-fluoro-2- 
methoxy-phenoxy)-pyrimidtn-^-yl].4-isopropyl-benzenesuiphon- 
amide and Na ethylene glycolate in ethylene glycol there was 
obtained N-[5-(5-fIuoro-2-methoxy-phenoxy)-6-(2-hydroxy- 
ethoxy)-pyrimidin-4-yi]-4-isopropy!-benzenesulphonamice, m.p. 
131-1.32°C (from isopropyl ether). 

Example 73 

In analogy to Example 50. from N-[6-chloro-5-(5-fluoro-2- 
methoxy-phenoxy)-pyrimidin-4-yI]-4-tert-butyl-benzene- 
sulphonamide and Na ethylene glycolate in ethylene glycol there 
was obtained N-[5-(5-fluoro-2-methoxy-phenoxy)-6-(2-hydroxy- 
ethoxy)-pyri.T:;dine-4-ylj-4-tert-b'jtyNbenzenesulphonamide, 
m.p. 126-1 27 : C (from isopropyl ether). 

The N-:6-chloro-5-(5-fluoro-2-methoxy-phenoxy)- 
pyrimidin-4.yi]-4-isopropyl-benzenesulphonamide f m.p. 138- 
139°C, was prepared starting from diethyl (5-fluoro-2-methoxy- 
phenoxy)maionate via rac-5-(5-fluorc-2-methoxy-phenoxy)- 
tetrahydro-pyrimi-ine-4.6-dione, 4,6-dichloro-5-(5-fIuoro-2- 
methoxy phencxy)-pyrimidine (m.p. 98-100°C) and N-[6-chloro-5- 
(5-fluoro-2-rr:ethcxy-phenoxy)-pyrimidin-4-yl)-4-tert-butyl- 
benzenesulphor.am'ce (m.p. 163-154 C C). 



49 
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Example 74 

In analogy to Example 50, from 4-teri-butyl-N-[6-chloro-5- 
(2-fluoro ■ 6-methoxy-phenoxy}-pyrimidin-4-yl]-benzenesulphon- 
5 amice and Na ethylene glycolate in ethylene glycol there was 
obtained 4-tert-b'Jtyl-N-[5-(2-fluoro-6-methoxy)»6-(2-hydroxy- 
ethoxy)-pyrimidin-4-yl]-ber.zenesulphonamide. m.p. 158-159°C 
(from CH2Cl2-isopropyl e-ner). 

10 The 4-tert-butyl-N-[6-ch!oro-5-(2-fluoro-6-methoxy- 

phencxy)-pyrimidin-4-yi]-benzenes'j!phonamide (m.p. 181-182°C) 
was prepared starting from diethyl 2-(2-fluoro-6-methoxy- 
phenoxyjmalonate via rac-5-(2-fl'joro-6-methoxy-phenoxy)- 
1 ,i,5.6-tetrahydro-pyrimicine-4,6-dione and 4,6-dichloro-5-(2- 

15 fluoro-6-methoxy-phencxy ;-pyrimidine (m.p. 73-79 c C). 

Example 75 

In analogy to Example 50, from 4-tert-butyl-N-[6-chloro-5- 
20 (3-meihoxy-phenoxy 1-2-i thiophen -2-yl )-pyrimidin -4 -yl |- 
benzenesulphonamide and Na ethylene glycolate in ethylene 
glycol there was obtained 4-tert-butyl-N-16-(2-hydroxy-ethoxy )- 
5 - ( 3 - m e t h ox y - ph e n c x y ) - 2 - ( t h i o ph e n - 2 - y 1 ) - py r i m i d i n - 4 - y I ) - 
benzenesulphonamide. m.p. 159-161 C C (toluene/n-hexane). 

25 

The 4-tert-butyl-N-|6-chloro-5-(3-methoxy-phenoxy )-2- 
( ihiophene-2-yi )-pyrimidin -4-yl ]- benzenesulphonamide (m.p. 
206-207 c C) was prepared starting from rac-5 -(3-methoxy- 
phenoxy ) - 2-(thiophen 2-\i)-3.4.5.6-tetrahydropyrimidine-4.6- 
}() dione via 4,6-dichloro-5 -(3-methoxy-phenox y }-2-(thiophen-2 - 
yD-pyrimidine (m.p. 120-1 2! : C). 

Example 76 

55 In analogy to E\^n.ple 50. from 4-tert-buty!-N-[6-chloro- - 

( 2 - m e i h ox y - e t h y I ) - 5 - i 3 - m e i hox y - ph e n o x y ) - p y r i m i d i n - 4 - y I ) - 
benzenesulphonamide and Na ethylene glycolate in ethylene 
glycol there were obtained, afier separation by chromatography 
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on silica, gel. 4-ten-butyl-N-[6-(2-hydroxy-ethoxy)-2-(2- 
methoxy-ethyl)-5-(3-methoxy-phenoxy)-pyrimidin-4-yI |- 
benzenesulphonamide and 4 -tert- butyl -N-[6-(2 -hydroxy -ethoxy )- 
2-(2-(2-hydroxy-ethoxy)-ethyi]-5-(3-methoxy-phenoxy)- 
5 py rimidin-4-y I J -benzenesulphonamide. 

The 4-tert-butyl-N-[6-chloro-2-(2-methoxy-ethyl)-5-(3- 
methoxy-phenoxv)-pyrimidin-4-yll -benzenesulphonamide was 
prepared starting from methoxypropionamidine hydrochloride via 
10 2-(2-methoxy-ethyl)-5-(3-methoxy-phenoxy)- 1 ,4,5,6-tetra- 

hydro-pyrimidine-4,6-dione and 4,6-dichloro-2-(2-chioro-ethyl )- 
5 - ( 3 - me t h oxy - p he n ox y ) - py r i m i d i n e . 

Example 77 

15 

In analogy to Example 50, from p-tert-butyl-N-[6-chIoro-5- 
(o- met hoxy-phenoxy)-2-methyl-4-pyrimidinyl | -benzene- 
sulphonamide and (S)-2.2-dimethyl-l J-dioxolane-4-methanol Na 
there was obtained ( S)-4-tert-butyl-N-[6-(2. 2 -dimethyl - 1 ,3- 
:ti Jioxolan-4-ylmethoxy)-5-(2-methoxy-phenoxy)-2-methy I- 

pyrimidin-4-vi]-benzenesulphonamide, m.p. 124-125°C (from n- 
hexane). 

Example 7S 

2 > 

A solution of I.S5 g of (S)-4-tert-buiyl-N-[6-(2,2-dimethyl- 
1 .3-dioxo!an-4-ylmeihoxy)-5-(2-methoxy-phenoxy)-2-methyl- 
pyrimidin-4-yll-bsnzenssulphonamide in EiOH (15 ml) was 
treated with 3 m! of cone. HC1 and heated to 50 3 C for 2 minutes. 
.K) After evaporation the residue was extracted with ether and 
yielded ( R)-4- ten -butyl -N-[6-( 2,3 -di hydroxy -propoxy)-5-t 2 - 
meiho\y-phenoxy)-2-methyl-pyrimidin-4-yl]- 
benzenesulphonarnide as a foam. 

; " Example ?Q 

From N-[6-ch!oro-5-(5-fIuoro-2-methoxy-phenoxy)- 
pyrimidin-4-yl)---tert -butyl -benzenesulphonamide and (R j-2.2- 
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dimethyI-l,3-dioxoIane-4-ne thanol Na there was obtained (R)-4- 
iert-butyl-N-[5-(5-fliJoroO-rnethoxy-phenoxy)-6-(2,2-dirnethyl- 
1 .3-dioxolan-4-yImethoxy)-pYrimidin-4-yl]-benzenesulphon- 
amide (m.p. >S6"C). Treatment with dilute hydrochloric acid 
5 yielded (S)-4-ten-b'j;yl-No-(fIi)oro-2-methoxy-phenoxy)-6-(2,3 - 
dihydroxy-propoxy)-pyrimj Jin-4-yi]-benzenesu!phonamide as a 
foam. 

Example SO 

10 

From N-[6-ehIoro-5-(5-fluoro-2-rnethoxy-phenoxy)- 
pyrimidin-4-yl]-4-:er:-bu:> i-ber.zenesulphonamide and (S)-2.2- 
dimethyl- 1 .3-dioxoiane-4-r::eih2nol sodium salt there was 
obtained (S )-4 -tert-r-j t> !-N -[5 -(5-fluoro-2-methoxy-phenoxy )-6- 
15 ( 2, 2 -dime thy I - 1 J -dicxoian-4- vImethoxy)-pyri midin-4-yl )- 
benzenesulphonamide {-.p. >S6 C C). Treatn.ent with dilute HCI 
yielded ( R)-4-tert-b'j:yi -N-[5-(5-fluoro-2-meihoxy-phenoxy )-6- 
(2.3-dihydroxy-propexy > - ry rim id in -4 -y 1 ) - benzenesu Iphonamide 
as a foam. 

Zd 

Example SI 

From 4-tert-bu;> I -NW6-chioro-5H2-methoxy-phenoxy )-2- 
<thiophen-2-yl)-pY^im;din-~-yl^benze^esuIphonamide and (S)- 

25 2.2-dimethyl-1.3-diaxo:ane---methanol sodium salt there was 
obtained 4-tert-buty!-N .: 6-[ ( S )- 1 .3-dioxoIan -'4 -ylmetlioxy |-5-( 2- 
methoxy-phenoxy}-2-! : h i c p h e n - 2 - y U - py ri m i d i n - 4 - y 1 1 - be n ze n e - 
sulphonamide as a foam. Tr?s:ment uith dilute hydrochloric acid 
in dioxan yielded ( R .-4-;eri-butyI-N-[6-(2.3 -d i hydroxy -propoxy.)- 

50 5-( 2-methoxy*phenoxy ihiophen-2-yl )-pyrimidin-4-vl |- 
benzenesulphonamide a; a foam. 

Example S2 

35 From 4-ten -bu ly 1 -N - j 6-chioroo -( 2-me:hoxy-phe noxy )-2- 

(thiophen-2-yl)-pyrimiJin.--> i i-benzenesulphonamide and \R)- 
2.2-dimeihyl-1.3-dioxoian-^-mcthancl sodium salt there was 
obtained 4-tert-buiy!-N •," f-i R'.- ! .5 -diox olan -y Imethox y | -5 -( 2 - 
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meihoxy- phenoxy )-2-(thiophen-2-yl)-pyrimidin-4-yl]- be nzene- 
sulphonamide and therefrom with dilute HCI in dioxan there was 
obtained (S)-4-tert-butyl-N T -[6-(2.3 -dihydroxy-propoxy )-5 -(2- 
methoxy- phenoxy )-2-(thiophen-2-yl)-pyrimidin-4-yl]- 
5 benzenesulphonarnide. 

Example S3 

From 4 -ten- butyl -N-[6-chioro-5-(2-methoxy-phenoxy )-2- 
10 (thiophen-3-yl Vpyrimidin-4-yl]-benzenesuIphonamide and (R)- 
2.2-dimethyl- 1 .3-dioxolane-4-methanol sodium salt there was 
obtained ( R)-4-tert-butyl-N-[6-l2.2-dimethyl- 1 J-dioxolan^- 
ylmethoxyJo-i 2-methoxy-phenoxy)-2-(thiophen-3-yl j - 
pyrimidin-4-vIj-benzcnesulphonamide and therefrom with dilute 
15 HCI in dioxan there was obtained 4-tert-butyl-N-[6-((S)-2,3- 

dihydroxy- pro poxy ] -5-(2-methoxy-phenoxy )-2-(thiophen -3 - yl)- 
pyrimidin-4-ylj-benzenesulphonamide. 

Example S4 

20 

From 4 - ten - butyl -NM6-ch!oro - 5 - ( 2 - methoxy - phenoxy )-2- 
(thiophen -3-> I i-pyrimidin-4-yi]-benzenesulphonamide and t S)- 
2.2-dimethyl- 1 .3-dioxclane-4-methanol sodium salt there was 
obtained ( S)-4 -ten -but yl-N-[(2.2-di methyl- 1 ,3-dioxolan-4- 
25 y I me t h ox y ) - 5 - ( 2 - me t h o x y - phe n ox y ) - 2 -( t h i o ph e n - 3 - y 1 ) - 

pyrimidin-4-yl]-benzenesulphonamide and therefrom with dilute 
HCI in dioxan there was obtained 4-[ert-butyl-N-[6-[(R *-2.3- 
di hydrox y-prcpoxy \ -5 - <2-meihox> -phenoxy )-2-(thiophen -3 -y 1 )- 
pyrimidin-4-\l]-benzenesulphon2rriide. 

50 

Example S5 

From 4-tert-butvl-N-[6-chIoro-2-(furan-3-yl)-5-( 1 2- 
me thoxy- phenoxy )-pyri mid in -4 - yi ]• benzene sulphonamide and 
35 (S)-2,2-dimethyl- 1 .3-dioxoIane-4-me:hanol sodium salt there was 
obtained (S'»-4 - ten -butyl -N-[6-t 2. 2 -dime thy I - 1 .3-dioxc'an-4- 
yl meihoxy)-2 -( far an - 3-yl ) -5 -(2 -me thoxy -phenoxy )-pyrimidin-4 - 
yl]-benzenesuIphonamide and therefrom with dilute HCI in dioxan 
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there was obtained ;K ,-;-tert-butyl-N-[2-(furan-3-yl)-6-(2.3- 

dihydroxy-*|iropox>0-5^2-meihoxy-phenoxy)-pyrirnidin-4-yl|- 

benzenesulphonamide. 

^ Example S6 

From 4-ten-buiyl-N-(6-chloro-2-(furan-3-yl)-5-(2- 
met h oxy • phc nox y)-pyrimidin -4 -y 1 1 -benzenesulphonamide and 
(R)-2.2-dimeihyl-I.3-dioxoiane-4-methanol sodium salt there was 
10 obtained (R)-4 - ten-butyl -N-[6-(2.2-dimeihyl- 1 .3 -dioxoIan-4 - 

ylmethoxy)-2-(furan-3-yl)-5-(2-methoxy-phenoxy)-pyrimidin-4- 
vl J-benzenesulphcnamide 2nd therefrom with dilute HC1 in dioxan 
there was obtained (S »-4-tert-butyl-N-[2-(furan-3-yl)-6-(2.3- 
dihvdroxy-propo\y)-5-(2-methoxy-phenoxy)-pyrimidin-4-\i ]- 

15 benzenesulphonamide. 

Example S 7 

By reaction of p- 1 -butyl -N-[6-( 2 -hydroxy -ethoxy)-5-{m - 
:u methoxy-pheno*y)-4-pyrimidinyl)benzenesulfonamide and 3- 
methyl-5-isoxazole earboxylic acid in the presence of dimethyl - 
amino pyridine and dic> clohexylcarbodiimide in methylene 
chloride there was obtained 3-methyli*oxazole-5-carhoxylic acid 
2-[6-(4-i-butylbenzenesulfonamino)-5-(3-methoxy-phenoxy )- 
25 pyrimidin-4-yloxy lethyl ester as a white solid. 

Example SS 

In analogy eo Example S7 employing indole-2-carboxylic 
30 acid there was obtained indole-2-carboxylic acid 2-[6-(4-t-butyl- 
benzenesulfonaminoV5 3 -methoxy phenoxy jpyrimidin-4-yloxy 1 - 
ethyl ester. 

Example 



To a solution of 391.5 mg of 6-(2-(i-butyl-diniethylsiI> I- 
oxy )ethoxy | - 5-( 2 - methoxy phenoxy )pyri mid in - 4 - yl - amine in 
20 ml of acetonitril there were added 200 me of NaH {60%) and 



2071193 

54 

the reaction mixture was stirred for one hour at room tempera- 
ture. 400 mg of (2-methoxy-5-chlorosulfonyl)phenoxyacetic acid 
ethyl ester were added. The reaction mixture was stirred for 3.5 
hours at room temperature, poured on ice and extracted with 
5 ethyl acetate. The organic phase was dried and evaporated. 

Chromatography on silica gel with methylene chloride/methanol 
(120:1) afforded 175 mg of 4-[6-(2-(t-butyl-dimethylsiiyoxy)- 
eihoxy I -5 -(2 -methoxyphenox y)pyrimidin-4 - yl-aminosulfonyl |-2- 
methoxyphenoxy acetic acid ethyl ester as a white foam. That 

:o compound was dissolved in 6 ml of acetonitril and 1 ml of 

aqueous hydrogen fluoride (40%) were added slowly at 0~C. The 
reaction mixture was stirred for 30 minutes at 0°C and for 90 
minutes at room temperature, poured on ice/2N KHCO3 solution 
and extracted with methylene chloride. The organic phase was 

15 dried and evaporated and the residue chromatographed on si'ica 
gel with methylene chloride/methanol (10:1). There was obtained 
5 - ( N - [ 6 - ( 2 - h yd r ox y e t h o x y ) - 5 - ( 2 - me 1 h o x y ph en ox y ) py ri m i d i n - 4 - 
yl]aminosuIfonyl]-2-methoxyphenoxy acetic acid ethyl ester as a 
white solid. 

:o 

The starting material was prepared as follows: 

Ca. 105 ml of ammonia were passed into a solution of 7 g of 
4.6-dichloro-5-\o-methoxyphenoxy)pyrimidine in 140 ml of 

25 ethanol at -7S C C. The reaction mixture was stirred for 15 hours at 
-78 C C and for 50 hours at room temperature and then concen- 
trated. The residue was distributed between ethyl acetate and 
water and the organic phase worked up. There were obtained 
6.45 g of 4-amino-6-chIoroo-(o-methoxyphenoxy)pyrimidine as 

50 white crystals. 

2.3 g of the above obtained compound were added to a 
solution of 250 mg of sodium in 40 ml of ethylene glycol at 50 C C. 
The solution was heated to 100 3 C for 12 hours, distributed 
35 between half-saturated aqueous NH4CI solution and methylene 
chloride and the organic phase worked up. There were obtained 
2.49 g 2-[6-amino-5-(o-methoxyphenoxy)-4-pyrimidinyI ) - 1 - 
ethanol as whi'e crvstals. 
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To a solution of 2.5 g of the above obtained compound in 

. c .t. i-n, rhloHde 1 7 v g of dimethylamino pyridine 
100 ml of methylene cnlonae. s - 

and 3 39 g of t-butvl Jimethylchlorosilane were added and the 
ml" was stirred at room temperature for 48 hours. A fur, he 
T 5 f of dimethylamir.o pyridine and 1.65 g of t-buty. d.n,c.h - 
ch ,orosi!ane were then added and the reaction m.xture suited £ 
a,.ot-,er 18 hours at room temperature The reacuon m.x.urc *a> 
fiUercd. >he filtrate concentrated an, the -esidue 
between half-saturated aqueous NH,C1 solut.on and ethyl acute. 
wL-up of the organic phase yielded 2.7S g of o^t-butyl- 
dime«hyl,ilyloxyl-5.(2.methoxyphenoxy)pyrin,idin.4.yl am.nc a> 

a while solid. 



Tablets, containing the following ingredients can be 
manufactured in a conventional manner: 

Ppr tablet 

ingredients 

, , 10.0 • 100.0 mg 

Compound of formula t 1 25 0 mg 

Lactose _ n 

75.0 mg 

Maize starch ^ n 

4.0 mg 

i .0 ma 

Magnesium stearate 

c x^mole B 



Capsules containing the following ingredients can be 
manufactured in a conventional manner: 

ingredients 

Compound of formula I 25.0 ...g 

150.0 mg 

Lactose ^ n rt 

*>0.0 mg 

Maize starcn 

5.0 mg 

Talc 
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gYflmole C 
have the following composition: 



Injection solutions can 

5 ( 3.0 mg 

Compound of formula 1 i 50. 0 mg 

Gelatine 4 7 ng 

Phenol a <j 1 .0 ml 
Water for iniect : on solutions 

E*pmp1e P 

500 mg of compound of formula I are suspended in 3.5 ml 
, a n nR o of benzyl alcohol. This suspension is 

10 of Myglyol e-2 and 0.08 9 of benzyl a f Freon 12 

fllled int0 a ^\ZZ:™Z^ through the valve, 

under pressure are f.lled .ntc it e ' , mixture 5y 

15 which can be applied individually. 
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R2 
R3 



™, h>l . I -OCH 2 CO0B».a n e |ow( ,,. a , ky , tt ,,„. 

:rj— 9 c;c.:r — ° ~ 

R4 »yd^". ^L,.^,,^. .=«.- 

" i "" 0,0m , I ' -W h 1« ■lo«e I - a .K„. h»d.o,». 

alkoxy-lower-a^yi. nyu . c „, ohonv i 2-methoxyo- 

alkylamino. ary'.am.no. aryl. aryiw.o. 
.,kyl or he ' erOC e y n C,y, .' owe , all<yl jower-alkanoyl. benzoyl. 
^^^^^ " teuaMrc 



R 5 

jo pyran-2-yl: 



10 



15 
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B 6 lo R9 signify hydrogen, halogen, trifluoromethyl. lower-alkyl. 

ethylenedioxy or isopropylidenedioxy . 0C HR^- or 

z signifies -O, -S-. ethylene, v.nylene. -CO . OCH 
-SCHR'O; 

rid signifies hydrogen or a , SQ signifies 

X and Y eacn independently s.grn^ £ So r NH 

*i Mrogen or .owe, 
R " ^tr Hcand R- together signify methylene, ethy.ene or 

isoprcpylicene; and 
n signifies 1, 2 or 3. 
and salts i-ereof. 

2 . Compounds of formula I of claim 1. 

, ^"^.^ies hydrogen, -ower-al.y.. >ower. a ,oxy. lower- 

Z haloaen or trifluoromethyl; . 

o«« aikyl dl-lo».-a!K»lamino-low.r-alky.. 

15 ~2Hr=»»2^ 



25 
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cy ano carboxyl, (ormyl. methy.sulphinyl. methy.sulphony.. 
C m y eTy'.su.phony.oxy or -ower-a.Ky.oxy-carbonylo^or 
R7 aether wth R* or R* signify butad^y. or -OC^O . 
Z signifies -O, -S, ethylene, v.nylene, -CO, -OCHR 



-SCHR 10 *. 

Rio signifies 'hydrogen o. lower-alkyl; 
X and Y each independently signify O. S or NH. 
Ra and R b signify hydrogen; and 
n signifies 1. 2 or 3, 
u) and salts thereof. 



3 . Compounds according to claim 1 or 2. in which Z is 



-O-. 



4 comoounds according to claims 1 -3. in which R6 
signifies tower-aikoxy and R 7 . R« and R* signify hydrogen. 

5 Compounds according to claims 1-3. in which * and 
R s signily hydrogen. R 7 signifies >owe,a.koxy and R* s,gn„es 

:o halogen. 

6 Compounds according to claims 1-5. in which R< is 
hydrogen 2-pyrimidinyl. 2- or 3-furyl. 2- or 3-thienyl. 
morpholino or p-methoxyphenyl. 

25 7 comoounds according to claims 1-6. in which YR5 is 

hydroxy, lower-alkoxysulphinyl or furoyloxy. 

8. The compounds according to claim 3. 
p.t-but y l-N-[6-(2-hydrox y ethoxy)-5-(o-methoxyphenoxy)- 

i--vrimidinyllbenzer.esulphonamide. 

N-[6-(2-hydrox y ethoxy)-5-(o-methoxyphenoxy)-4- Py r,m 1 - 

cinyll-p-isopropylbenzenesuiphonamide. 
?5 p-t-fJlyl-N-16 .(2-h y droxyethoxy)-5-(o-tolyloxy)-4- 

pyrimidinyljoer.zenc:-.. onamide. 

p.l.butyl-N.l6-l2-hyaroxyethoxyi-5-(o-chlorophenyloxy)- 

4-pyrimidinyiyoenzenesulphonamide. 
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,.„ vu , = (0 .chlorophenoxy)-4-pyrim'- 
N-l6-(2-hydroxyethoxy)-5-(o cmo w 

^^^^•«»'^-»^ m * ,M, ' p,,, " o, ' ) ' 

py ,imidinyll0»«"« u, P hon ' n ' <l ° 6 . (2 . hyd , o<yel l,o»y)-5-(o- 
p.(2.2.dim..hy>propy)-NM8 < "» ^ 

mel ,o«»^eno,yH N Py.>™«; ^ 

melh0 , yph oxy. P> 5 . (0 . m . tl ,„, y p f .„o«y)-2-pr.. n y 
4.pyrimidinyll-P-isopropylben«nes P ^ noxy) _ 4 . 

pyrimidinyll-p-isopropylben»n^ . 
N-[6-(2-hydroxyethoxy)-b i*. . 
0 pyr-idinyll-o-to.uenes^honarn.de^ ophenoxy) . 4 . 
N-l6-(2-hydroxyethoxy)-s i<£.«*. 

N - l6 .,2-hyd,o<y..hoxy> 5 <° ^ 
.4.p,rimWin» 1 ]-P-«op.opy'b.n«M» P M 

N . l 6-(2.h > <lro»»e.t>o »)■ 5 (0 " lt ,, niCnesu ,phonanide. 
l , u o,ome.nyl)-^P»' i ™' a,0> ' l ''" ,5 ° P '°" xv ,. 5 .(p- m etl.ox»pt.en. 

p., e r, Su .y^4e-(2-»y«'»»'^°' , ! 5 e „ l osu , phor .amid e . 

N-15-11 ,3-benzodiOxoi b y^J 
py.Ilny.l.p-.enP^enze.e^phP-m.de. 
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N . [5 .(l 3 .benzodioxol-5-yloxy)-6-(2-hydroxyethoxy)-4. 

•oxv^2-me:hyl-4.pyrimidinyl]-p-toluenesulphoriam.d.e. 
0XY) p.ch,oro-N'6-(2. h ydroxy.thoxy)-5.(o.n,thoxyphenoxy).2 

methyl-4-pyrimidinylibenzenesulphonam.de. 

y N.[6(2-hydroxyeihoxy)-5-(o-m.thox yP henoxy)-2-methy.- 

4. D yrimidinyll-p-(trifi U oromethoxy)benzene3ulphonam.dc. 

PV o ethyl N [6-(2-hydroxyethoxy)-5-(o-methoxy P henoxy)-2- 

T,Pthyl-4-pyrimidinyi]benzenesulphonam.de. 

N-[6-(2-hydroxyethoxy)-5-(o-methoxyphenoxy)-2-methvl- 

4-Dvrimidinyll-o-toluenesulphonamide. 

N-[6-(Vh y droxyethoxy)-5-(o.me,hox yP henoxy)-2-methy,- 

4-pyrirnidinyll-2-naoi-.thylsulphonarnide-. 

n.tert batyl-N.r6-i3-hydroxypropoxy).5-(o-methoxyphen 

oxy)-2-methyl-4.pyrir..id.n y llbenzcnes U lphonam.de 

p .t-Octyi-N-i6-(2-hydroxyethoxy)-5-[(o-methylth,o)- 

, P henoxy].4.pyrimidiny!5benzenesulphonamide. 

p.t.butyl-N.i5-(2-hydroxyethoxy)-5-(o-methox y ,henox>) 

2-phenyl-4-pyrimidinyribenzenesulohonam.de. 

N . l2 .amino-6-(2-.-/droxyethoxy)-5.(o-methoxyphenoxy)- 

pyrimidinySl-p-t-bu:ylber.zenesulphonamide 

p.t-butyl-N-r8-(2-hydroxyethoxyj-2-methyl-3-lo- 
(methylth,o)phenoxy].4.D y rimidinyl]benzenesulphonarn.de ana 

0 -t-butyl-N-tS-(2-hydroxyethoxy).2-methyl-5-[o-{R:S- 
meth y lsuiphinyl)phenoxyl-4- P yrimidinyi]benzenesulphonam,de. 
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9. The compounds according to claim 3. 

4-tert-bui> i-N-[5-(2-chloro-5-methoxy-phenoxy}-6-( 2- 
hydroxy-ethoxy)-2-methyl-pyrimidin-4-yli- benzene - 

sulphonamide. 

4-icrt-buiyl-N-[5-(2-chloro-5-meihoxy-phenoxy >-6-[( 2-i ;3- 
f uroyloxy^ihoxy ]-2-methy]-py rimidin-4-yl] -benzene - 

sulphonamide, 

4 -ten -butyl -N-[6-(2 -hydroxy -ethoxy)-5-( 2-mcthoxy - 
phenoxy)-:-(thiophon-2-yl)-pyrimidin-4-yll-benzene- 

sulphonamide, 

4-ter;-butyl-N-[6-(2-hydroxy-ethox>M-5-(2-methoxy- 

phenoxy)-2-tth:ophen-3-yl5-pyrimidin-4-ylj-benzcne- 
sulphonamide. 

4-tcn-buiyl-N-l2-(furan-2-yn-6-(2-hydroxy-ethoxy>-5-l2- 
methoxy-phcnoxy)-pyrimidin-4-yI]-benzenesulphonamide. 

4-tert-buiyl-N-t2-(furan-3-yl)-6-(2-hydroxy-ethoxy)-5-(2- 

mcthovy-phenoxy)-pyrimidin-4-ylI-benzenesulphonamide, 

) 4-teri*butyi-N-|6-(2-hydroxy-eihoxy)-5-(2-methoxy- 

ph;noxy^-2-(pyridin-2-y^pyrimidin-4-yl)- 

be n zones u 1 ph on amide. 

4-tert-buiyl-N-16-(2-hydroxy-ethoxy)-5-(2-methoxy- 

phenoxy )- 2-1 pyridin-4-yl)-pyrimidin-4-yl )- 

5 benzenesui phonamide. 

4-tcn-butyi-N-[6-(2-hydroxy-ethoxy)-5-(2-methoxy- 

phenoxy )■!■{ pyridin-3 -yD-pyrimidin-4-yl ] - 
benzenesui p ho n amide, 

2- [4 -(4-ieri -buiyl -phenyl sul phony la mi no)-6-( 2 -hydroxy - 
0 ethoxy )-5-( 2 -me ihox v- phenoxy )-pyrimidin-2-y! |-pyridine 1 - 
oxide. 

4-(4-(4-iert-buiyl-phenylsu!phonylamino)-6-(J*hydroxy- 
eihoxy)-5-( 2-mcihoxy-phenoxy )-pyrimidin-2-yl |-p yridine 1- 
oxidc. 

5 4-ten-butyl-N-|6-(2-hydroxy-eihoxy)-2-l2-(2-hydroxy- 
ethoxy)e[hyl!-5-(2-methoxy-phenoxy)-pyrimidin-4-yll- 
benzencsuiph on amide. 
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4-iert-buiyi i - hc . n zcnesulphonamidc. 
4.«n-b»tyl-N-.» I. »>» > „, pl , 0 „ a „,iJ«. 

' N .i5_(S-fluoro-2-methoxy-phenoxy) 6 U ny j 
• , ivii-4-trifluoromcthyl-bcnzenesulphonam.de 

PVnn ; d ; ; - y U^16-(2-hy-rox y ...ho.y,.5-(3-n,«^y- 

h - bipvnmidin-4-yll-bcnzcncsulphonam.de. 

phenoxy)-2., b.p^r ro . 2 . me[hox v-pncnoxy)-6,(2- 
, ) '- ^ i pvrimidin.4. y ...benzen.,u»phon a miUc. 

' h vdro X y-c,hox y V2-mct h y»-pyrimidin-4.yM-ocnzcnc- 

nv d r oxy.ethoxyVp>r im id.n-4.y.,.bcnzcncs UP; ^ 
, • N . h .(Vfluoro-2-mcthoxy-phcnoxy,-6-(- n>drox> 

1 . |in • vii.4-i.opropyl-benzcncsulphonam.de. 

ethoxy)-pyr.m.d.n--->U - i*opru t > ,,. nv droxv-ctho\vi- 
N .,V(5-nuoro-2-methoxypheno.v>)-6-U h 
• Hin j vll-4-ien-butvl-benzenesulphonam.de. 

nyr.midin-4-yil--* lw l • . , . -> hvdrow- 

4..er..but y l-N-l5-C2-fluoro-6-rr.ethoxy)-6-U-hNdrox. 

.« e.hoxy)-pyrimidin.4.yl]-benzene S u.phonam.de 

4.,en-butvl-S-l6-(2-hydrox>-cihoxy)o-( J -n«.in^. 
P hencxy).2.(.hiophen.2.yr,pyrimidi,,4.y„.bcnzc,u- 

sulphonamide. .,,-..-> .neihow- 

4-tcrt-butyl-N-[6-(2.hydroxy-cthoxy)- - --m^nov 

,, eth y .)-5-(3-mcthox y -phcnoxy)- P ynmidin-4-yl!.bcnz,n,- 

SU,Ph T.::; d b e utvl.SM6-(2- 1 .ydroxy-cthoxy)-2-r.,2- t; ydroxy 
elh oxy,«hy...5'(3. m e,hoxy.phe„oxy).pyrim Wi n-4.y.,-be„«n.- 

su,ph :;: n ; u ::;t.b,tv,.N-!6,2.2-di.,, l hy....3.d 1 oxo,a ni 4- 

ylm ethoxy,.5. ( 2.mcthoxy-phenoxy).:-m, l hy.-pyr.m 1 d.n-,->.l- 
benzenesulphonainido. 
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( R ,:4-icri-buiyl-N-l6-(2.3-dihydroxy-propoxy)-5-(2- 
m e«hoxy.phenoxy).2- m e«hy..6-(2.pyrimidin-4. y l!-b e nzen e - 

sulphonamide. * , 

(R)-4-tert-buiyl-N-l5-(5-fluoro-2-metnoxy-phenoxy)-6- 

5 (2.2-dimeihyl-1.3-dioxolan-4-ylmethox y )-pyrimid.n-4-vll- 

benzenesulphonamide, 

(S)-4.teri-butyl-N-I5-(5-fluoro-2-inethoxy-phcnox>)-6- 

l2.2-dime l hyl-1.3-dioxolan-4-ylmeihoxy)-pyri m id.n-4-yll- 

benzenesulphonamide. 

lR) .4., e ri-butvl-N-(5-fluoro-2-meihoxy-phenox>)-6-(..3- 

dihydroxy.propoxy-pyrimidin.4-yll.benxenesulphonam.de 

4. t er l -bu.vl-N-[6-l(S)-1.3-dioxolan-4-ylmethoxy,-3-(-- 

mel hox y .pheno'xy)-2.l.hiophen.2.y l ).pynmidin.4.yi I -benxene- 

sulphonamide. , 
(R) .4.ien-buiy|.N.l6-(2.3-dihydroxy-propoxy -•<-- 

mct hoxy.phonoxy).2.( t hio P hen.2.y,).pynnndin.4.yl|.benzene. 

sulphonamide, , , 

4. t ert.baiv|.N-|6-(R;-..3-dioxolan-4.ylmet,.oxy i O-(-- 

mel hoxy.pheno"xy)-2.(«hiophen.:.yl)-pyrimidin.4.yll.benxene. 

■>() sulphonamide. 

,S).4-ieri.buiyl-N-l6-(2.3-dihydroxy-propoxyW?-(-- 

, * i r.hionhen-^-vl)-pvrimidin-4-y!i-benzene- 

nieihoxy-phonoxy)-2-(th!opnen - >u f> 

SUlP TR 3 "-^M-buiyl-N-l6-(2.2-dimeihyl-l.3-dioxolan.4. 
:5 vlmeihoxyl.5-l2.methoxy-phenoxy)-2.(ihiophen-3-yl)- 
n-rimidin-4.vl|-benzenesulphonamide. 

' 4.|-rt-buivl-N-l6-l(S)-:.3-dihydroxy.propoxyi-?-t i - 
m c.hoxy.phcno'xy)-2.(thio P hen.3-yl)-pyn m idin-4.yll-b C nzcnc- 

sulphonamide. ' 

( S,.4-«cM.buiyl-N-|(2.2-dimeihyl-1.3-d.oxolan-,- 

v , m eihoxy).5-(2.me l hoxy.phenoxy)-2.( l hio P hca-3-yn. 

pvrimidin-4-yll-benzenesulphonanHde. 

' 4., cr ,.buivl-N-|6-l(R)-:.3-dihydroxy.propoxyj-.'>-l-- 
m e l hoxy.pheno'xy)-2.(.hiophen.3.yl).pyrimidin-4.y l ].benz C ne. 

*s sulphonamide. , 
( S>-4-,cri-bu«yl-N-l6-(2.2-dime l hy!.1.3-d.oxolan.4- > l- 

m ethoxy,.2-,furan-3-yn-5-(2-nuuhcxy.phenoxy,- P yr,m,d 1 n-4- 
yl | -benzenesulphonamide. 



10 



2071193 

65 

(R).4- t en-b U tvl-N-l2-(fur an -3- y l)-6-(2.3-dihydrox y - 
propoxy)-5-(2-meihoxy.phenoxy).pynmidin-4.yll-ben 2 ene- 

sulphonamide. ' 

( R)-4-tert-butvl-N-l6-(2.2-din 1 ethyl-l. J -d.oxol a n-4- 

> ., me ihoxy)-2.(furan.3-y«)-5-(2-methoxy.phenoxy)-pyr.m.d,n.4- 

vll-benzenesulphonamide, 

' (S )-4-teri-butyl-N-[2-(furan-3-yl)-6-(2J-dihydroxy- 
propoxy)-5-(2-meihoxy-pheaoxy)-pyrimidia-4-yl]-benzene- 

sulphonamide, u . i 

3-methylisoxazole-5-carboxylic acid 2 - l6-(4-t-buty 1- 
bcnzcnesulfonamino)-5-(3-mcihoxyphenoxy)pyrimidin-4-yloxyl- 

ethvl esier. 

* indole^-carboxvlic acid 2-[6-(4-t-butylbenzenesulfon- 
am ino)-5-(3^cihox> T hcnoxy)pyrimidin-4.yloxylcihyl ester, and 

5-[N.[6-(2-hvdroxyeihoxy)-5-(2-methoxyphenoxy)- 
pyrimidin^4-yllaminosulfonyll-2-rnethoxyphen. acetic acid 

ethyl ester. 

10. (S)-4-tert-Butyl-N-l6-(2.3-dihydroxy-propyloxy)-f - 
(2-methoxy-phenoxy)-2-(4-methoxyphenyl)-pyrimidin-4-yll- 

benzenesulphonamide. 

1 1 ( RS)-4-tert-Butyl-N-[5-(2-chloro->methoxy- 
phenoxy)-2-ethyl-6-(2-methylsulphi.yl - .thoxy )-pyrinidin-4-yl ] - 
25 benzenesulphonamide. 

1 2. (RS)-N-[5-v:-Chloro-5-methoxy-phcnoxy)-6-{2- 
methyls"ulphinyl-eihoxy^pyrimidin-4-yl|-l.3-benzodiovol-5- 

sulphonamide. 



15 



20 



30 



35 



13. 4-ten-Buiyl-N-[6-(2-hydroxy-ethoxy)-5-(2-mctho 
phenoxy)-2-(pyrimidin-2-yn-pyrimidin-4-ytl- 
benzenesulphonamide. 

14. Compo'incs according to claim 1 or 2. in which Z is 
ethylene or vinylene. 



ox \ 



66 
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oxy]ethyl acetate 

N-[6-(2-hycroxyethoxy)-5-phenethyt-4-pynmidiry : i-p 

toluenesulphonarr.ide and 

N.[6-(2-hydroxyethoxy)-5.([E/Z)-styryl]-4-pyrim:Giny 

toluenes atphonamide. 

16. Compounds of the formula 



claim I. 

17. The compounds of claims 1-15 for use as 
medicaments. 

18. A process for the manufacture of compounds of 
1-15, which process comprises 




r. 



Hal 



wherein FP-R 5 , R a . R b . Y and n have the significance g- 



civen in 



5 a) reacting a compound of the formula 
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, ■„ B , R 2 =3 R4 and R5 have the significance g^ven 
wherein R 1 . n fc . . • . ° 
above and Hal is halogen, 
ith a compound of the formula 



wherein 

o 

or - 



Y Y n R a. Rband R5 have the significance given 
above and M represents an alkah metal. 



D) reacting a compound of the formula 



K 1 



-SO;NH 

CHO 



wherein Ri-R». X. V and n have the sign.ficance given 

above, 

with a compound o? the formula 

R J / \ CH 2 P*tO)3 A " 

wherein have the sign.ficance given above; Q is aryi 

and A" is an anion. 
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or 

c; hydrogenating a compound of the formula 




VI 



XChUCR'R'^YR 5 



wherein FO-R 8 . R a . R b . X. Y and n have the significance gi 
above, 

or 

d) reacting a compound of the formula 




XIV 



with a compound of. the formula 



N'H; R<- 




XV 



XCH^CR'R^YR 5 



wherein R'-R 9 . R\ R b , X. Y. Z and n have the significance given 
above, 

and, if desired, modifying subsiituents present in the compound 
of formula I obtained and/or converting the compound of formula I 
obtained into a salt. 
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19 Pharmaceutical preparations, containing a compound 
of claims 1-15 and usual carriers and adjuvants. 

90 The use of compounds of claims 1-15 as active 
m JL n the manufacture of medicaments for the treatment 

'disorders which are associated with .ndo.he.in act^ 
especially circulatory disorders such as hypertens.on, .schaem.a. 

vasospasms and angina pectoris. 
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21 The compounds of any one of claims 1-15, whenever 
manufactured by the process of claim 18 or by an obvious 
chemical .equivalent thereof.- 



— iHTHTI - w i J Tir 
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22 The novel compounds, compositions, process and use 
as described hereinbefore, especially with reference to the 

Examples. 



5 




